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NOVEL HUMAN PROTEINS, POLYNUCLEOTIDES ENCODING 
THEM AND METHODS OF USING THE SAME 



FIELD OF THE INVENTION 

The invention relates to polynucleotides and the polypeptides encoded by such 
polynucleotides, as well as vectors, host cells, antibodies and recombinant methods for 
producing the polypeptides and polynucleotides, as well as methods for using the same. 

BACKGROUND OF THE INVENTION 

The present invention is based in part on nucleic acids encoding proteins that are new 
members of the following protein families: alpha-2-macroglobulin, secreted proteins related to 
angiogenesis, leucine rich-like, cathepsin-L precursor-like, fatty acid-binding protein-like 
neurolysin precursor-like, gamma-aminobutyric acid (GABA) transporter-like, integrin alpha- 
7 precursor-like, TMS-2, UNC5 receptor-like, hepatocyte growth factor-like and 26S protease 
regulatory subunit-like. More particularly, the invention relates to nucleic acids encoding 
novel polypeptides, as well as vectors, host cells, antibodies, and recombinant methods for 
producing these nucleic acids and polypeptides. 

The alpha-2-macroglobulin (A2M) fatty acid family of proteins are large glycoproteins 
found in the plasma of vertebrates, in the hemolymph of some invertebrates and in reptilian 
and avian egg white. A2M-like proteins are able to inhibit all four classes of proteins by a 
"trapping" mechanism. The A2M-like proteins have a peptide stretch, called the "bait region", 
which contains specific cleavage sites for different proteinases. When a proteinase cleaves the 
bait region, a conformational change is induced in the protein, thus trapping the proteinase. 
The entrapped enzyme remains active against low molecular weight substrates, whilst its 
activity toward larger substrates is greatly reduced, due to steric hindrance. Following 
cleavage in the bait region, a thiol ester bond, formed between the side chains of a cysteine 
and a glutamine, is cleaved and mediates the covalent binding of the A2M-like protein to the 
proteinase. A2M is also found in association with senile plaques in Alzheimer's disease. 
A2M has been implicated biochemically in binding and degradation of amyloid beta protein 
which accumulates in senile plaques. 

The leucine rich-like proteins generally comprise leucine-rich repeats (LRRs), 
relatively short motifs (22-28 residues in length) found in a variety of cytoplasmic, membrane 
and extracellular proteins. Although theses proteins are associated with widely different 
functions, a common property involves protein-protein interaction. Although little is known 

1 
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about the 3-D structure of LRRs, it is believed that they can form aniphipathic structures with 
hydrophilic surfaces capable of acting with membranes. In vitro studies of a synthetic LRR 
from Drosophila Toll protein have indicated that the peptides formm gels by adopting beta- 
sheet structures that form extended filaments. These results are consistent with the idea that 
LRRs mediate protein-protein interactions and cellular adhesion. Other functions of LRR- 
containing proteins include, for example, binding to enzymes and vascular repair. The 3-D 
structure of ribonuclease inhibitor, a protein containing 15 LRRs, hasd been determined, 
revealing LRRs to be a new class of alpha/beta fold. LRRs form elongated non globular 
structures and are often flanked by cysteine-rich domains. 

Cathepsins are lysosomal proteases that are distributed in many normal tissues and are 
primarily responsible for intracellular catabolism and turnover. Cathepsin has also been 
suggested to have roles in the terminal differentiation Increased levels of cathepsins in tumors 
together with their ability to degrade extracellular matrix proteins has led to the hypothesis 
that they are involved in the process of invasion and metastasis. Cathepsin-L is a lysosomal 
cysteine proteinase belonging to the papain family. This proteinase is different from other 
members of the mammalian papain family cysteine proteinase in the following ways: (i) the 
cathepsin-L gene is activated by a variety of growth factors and activated oncogenes, (ii) 
procathepsin-L, a precursor form of cathepsin L is secreted from various cells, (iii) the mRNA 
level of cathepsin-L is related to the in vivo metastatic protential of the transformed cells. 
Thus, the regulation of the cathepsin-L gene and the extracellular functions of secreted 
procathepsin-L are tightly coupled. Cathepsin-L is induced in tumors by malignant 
transformation, growth factors, and tumor promoters suggesting they play an important role in 
tumor invasion and metastasis; additionally, cathepsin-L may be involved in bone resorption 
implicating possible roles in bone diseases such as osteoporosis, or bone cancers 

Fatty acid metabolism in mammalian cells depends on a flux of fatty acids, between 
the plasma membrane and mitochondria or peroxisomes for beta-oxidation, and between other 
cellular organelles for lipid synthesis. The fatty acid-binding protein family consists of small, 
cystolic proteins believed to be involved in the uptake, transport, and solubilization of their 
hydrophobic ligands. Members of the fatty acid-binding family have highly conserved 
sequences and tertiary structure. Fatty acid-binding proteins (FABP) were first isolated in the 
intestine (FABP2) and later found in the liver (FABP1), striated muscle (FABP3), adipocytes 
(FABP4) and epithelial tissues (E-FABP). 

A number of neuropeptidases share two unusual properties: they are strict 
oligopeptidases — that is they hydrolyze only short peptides — and they cleave at a limited set 
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of sites that are nonetheless diverse in sequence. One neuropeptidase that exemplifies these 
properties is neurolysin (EC 3.4.24.16V a zinc metalloendopeptidase that functions as a 
monomer of molecular mass 78 kDa (Checler, F. et al., Methods EnzymoL 248 (1995) 593- 
614; Barrett, A. J. et al., Methods EnzymoL 248 (1995). In vitro, neurolysin cleaves a number 
5 of bioactive peptides at sequences that vary widely, and its longest known substrate is only 17 
residues in length. The enzyme belongs to the M3 family of metallopeptidases (Rawlings, 
N.D. et al., Methods EnzymoL 248 (1995) 183-228) along with eight other known peptidases 
that share extensive sequence homology, including the closely related (60% sequence identity) 
thimet oligopeptidase (EC3.4.24. 15). Enzymes in the M3 family share with several other 
1 0 metallopeptidase families a common active site sequence motif, His-Glu-Xaa-Xaa-His 

(HEXXH), that forms part of the binding site for the metal cofactor (Matthews, B.W. et al., J. 
Biol. Chem. 249 (1974) 8030-8044). The two histidines of the motif coordinate the zinc ion, 
and the glutamate orients and polarizes a water molecule that is believed to act as the attacking 
nucleophile. Neurolysin is widely distributed in mammalian tissues (Checler, F. et al., 
1 5 Methods EnzymoL 248 (1995) 593-614) and is found in different subcellular locations that 

vary with cell type. Much of the enzyme is cytosolic, but it also can be secreted or associated 
with the plasma membrane (Vincent, B. et al., J. NeuroscL 16 (1996) 5049-5059), and some of 
the enzyme is made with a mitochondrial targeting sequence by initiation at an alternative 
• transcription start site (Kato, A. et al., J. BioL Chem. 272 (1997) 15313-15322). Although 
20 neurolysin cleaves a number of neuropeptides in vitro, its most established (Vincent, B. et al., 
Brit. J. Pharmacol. 115 (1995) 1053-1063; Barelli, H. et al., Brit. J. Pharmacol. 1 12 (1994) 
127-132; Chabry, J. et al., J. NeuroscL 10 (1990) 3916-3921) role in vivo (along with thimet 
oligopeptidase) is in metabolism of neurotensin, a 13-residue neuropeptide. It hydrolyzes this 
peptide between residues 10 and 1 1, creating shorter fragments that are believed to be inactive. 
25 Neurotensin (pGlu-Leu-Tyr-Gln-Asn-Lys-Pro-Arg-Arg- Pro Tyr-He-Leu) is found in a variety 
of peripheral and central tissues where it is involved in a number of effects, including 
modulation of central dopaminergic and cholinergic circuits, thermoregulation, intestinal 
motility, and blood pressure regulation (Goedert, M., Trends NeuroscL 1 (1984) 3-5). 
Neurotensin is also one of the most potent antinociceptive substances known (Clineschmidt, 
30 B.V. et al., Eur. J. PhannacoL 46 (1977) 395-396), and an inhibitor of neurolysin has been 

shown to produce neurotensin-induced analgesia in mice (Vincent, B. et al., Br. J. Pharmacol. 
121 (1997) 705-710). 

Proteins belonging to the famma-aminobutyric acid (GABA) transporter family of 
proteins play an important role in signal transduction of different cell type such as neuronal 
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and muscle cells. This protein is the human ortholog of VGAT (vesicular GABA transporter) 
from Rattus norvegicus and unc-47 from C. elegans which are involved in packaging GABA 
in synaptic vesicles. This protein has a domain similar to the amino acid permease domain 
found in integral membrane proteins that regulate transport of amino acids. GABA is the 
product of a biochemical decarboxylation reaction of glutamic acid by the vitamin pyridoxal. 
GABA serves as a inhibitory neurotransmitter to block the transmission of an impulse from 
one cell to another in the central nervous system. Medically, GABA has been used to treat 
both epilepsy and hypertension where it is thought to induce tranquility in individuals who 
have a high activity of manic behavior and acute agitation. 

The integrins are a family of heterodimeric membrane glycoproteins that mediate a 
wide spectrum of cell-cell and cell-matrix interactions. Their capacity to participate in cellular 
adhesive processes underlies a wide range of functions. The integrins have preeminent roles in 
cell migration and morphologic development, differentiation, and metastasis. To a large 
extent, the diversity and specificity of functions mediated by integrins rest in the structural 
diversity of the 16 different alpha and 8 beta chains that have been identified and in their 
ligand-binding and signal transduction capacity. One structural difference in the alpha chains 
appears to divide them into 2 subgroups. The I-integrin alpha chains have an insertion of about 
180 amino acids in the extracellular region, and the non-I-integrins do not. The functional 
significance of the I-domain is not known. Alternate splicing increases the structural diversity 
in the cytoplasmic domains of several integrin alpha and beta chains, and this presumably 
further expands their functional repertoire. Expression of the alpha-7 integrin gene (ITGA7) is 
developmentally regulated during the formation of skeletal muscle. Increased levels of 
expression and production of isoforms containing different cytoplasmic and extracellular 
domains accompany myogenesis. 

A family of genes encoding membrane proteins with a unique structure has been 
identified in DNA and cDNA clones of various eukaryotes ranging from yeast to human. The 
nucleotide sequences of three novel cDNAs from Drosophila melanogaster and mouse were 
determined. The amino acid sequences of the two mouse proteins have human homologs. The 
gene (TMS-1) encoding the yeast member of this family was disrupted, and the resulting 
mutant showed no significant phenotype under several stress conditions. The expression of 
the mouse genes TMS-1 and TMS-2 was examined by in situ hybridization of sections from 
brain, liver, kidney, heart and testis of an adult mouse as well as in a 1-day-old whole mouse. 
While the expression of TMS-2 was found to be restricted to the central nervous system, 
TMS-1 was also expressed in kidney and testis. The expression of TMS-1 and TMS-2 in the 
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brain overlapped and was localized to areas associated with glutamatergic excitatory neurons, 
such as the hippocampus and cerebral cortex. High-magnification analysis indicated that both 
mRNAs are expressed in neurons. Semiquantitative analysis of mRNA expression was 
performed in various parts of the brain. The conservation, unique structure and localization in 
the mammalian brain of this novel protein family suggest an important biological role. 

The vertebrate UNC5 genes, like their Caenorhabditis elegans counterpart, define a 
family of putative netrin receptors. The netrins comprise a small phylogenetically conserved 
family of guidance cues important for guiding particular axonal growth cones to their targets. 
Migration of neurons from proliferative zones to their functional sites is fundamental to the 
normal development of the central nervous system. Mice homozygous for the spontaneous 
rostral cerebellar malformation mutation (rcm(s)) or a newly identified transgenic insertion 
allele (rcm(tg)) exhibit cerebellar and midbrain defects, apparently as a result of abnormal 
neuronal migration. Laminar structure abnormalities in lateral regions of the rostral cerebellar 
cortex have been described in homozygous rcm(s) mice. It has been demonstrated that the 
cerebellum of both rcm(s) and rcm(tg) homozygotes is smaller and has fewer folia than in the 
wild-type, ectopic cerebellar cells are present in midbrain regions by three days after birth, and 
there are abnormalities in postnatal cerebellar neuronal migration. The rem complementary 
DNA which encodes a transmembrane receptor of the immunoglobulin superfamily has been 
cloned. The sequence of the rem protein (Rem) is highly similar to that of UNC-5, a 
Caenorhabditis elegans protein that is essential for dorsal guidance of pioneer axons and for 
the movement of cells away from the netrin ligand, which is encoded by the unc-6 gene. As 
Rem is a member of a newly described family of vertebrate homologues of UNC-5 which are 
netrin-binding proteins, our results indicate that UNC-5-like proteins may have a conserved 
function in mediating netrin-guided migration (PMID: 9126743, UI: 97271898). 

Hepatocyte Growth Factor (HGF), also known as Scatter Factor, is a polypeptide that 
shows structural homology with enzymes of the blood coagulation cascade. It is a biologically 
inactive single chain precursor that is then cleaved by specific serine proteases to a fully active 
alphabeta heterodimer. All the biological responses induced by HGF/SF are elicited by 
binding to its receptor, a transmembrane tyrosine kinase encoded by the MET proto-oncogene. 
The signaling cascade triggered by HGF begins with the autophosphorylation of the receptor 
and is mediated by concomitant activation of different cytoplasmic effectors that bind to the 
same multifunctional docking site. During development, HGF function is essential: knock-out 
mice for both ligand and receptor show an embryonic lethal phenotype. HGF/SF displays a 
unique feature in inducing "branching morphogenesis", a complex program of proliferation 
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and motogenesis in a number of different cell types. Moreover, HGF is involved in the 
invasive behaviour of several tumor cells both in vivo and in vitro. The role of HGF as 
putative therapeutical agent in pathologies characterized by massive cell loss or deregulated 
cell proliferation is under investigation (PMID: 10641789, UI: 20104755). Additionally, there 
is increasing evidence that indicates that HGF acts as a multifunctional cytokine on different 
cell types (PMID: 10760078, UI: 20223576) 

The 26S proteasome is the major non-lysosomal protease in eukaryotic cells. This 
multimeric enzyme is the integral component of the ubiquitin-mediated substrate degradation 
pathway. It consists of two subcomplexes, the 20S proteasome, which forms the proteolytic 
core, and the 19S regulator (or PA700), which confers ATP dependency and ubiquitinated 
substrate specificity on the enzyme. Recent biochemical and genetic studies have revealed 
many of the interactions between the 17 regulatory subunits, yielding an approximation of the 
19S complex topology. Inspection of interactions of regulatory subunits with non-subunit 
proteins reveals patterns that suggest these interactions play a role in 26S proteasome 
regulation and localization (PMID: 10664589). 

SUMMARY OF THE INVENTION 

The invention is based in part upon the discovery of nucleic acid sequences encoding 
novel polypeptides. The novel nucleic acids and polypeptides are referred to herein as NOVX, 
or NOV1, NOV2, NOV3, NOV4, NOV5, NOV6, NOV7, NOV8, NOV9, NOV10, NOV1 1 
and NOV12 nucleic acids and polypeptides. These nucleic acids and polypeptides, as well as 
derivatives, homologs, analogs and fragments thereof, will hereinafter be collectively 
designated as c< NOVX" nucleic acid or polypeptide sequences. 

In one aspect, the invention provides an isolated NOVX nucleic acid molecule 
encoding a NOVX polypeptide that includes a nucleic acid sequence that has identity to the 
nucleic acids disclosed in SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 
33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63. In some embodiments, the 
NOVX nucleic acid molecule will hybridize under stringent conditions to a nucleic acid 
sequence complementary to a nucleic acid molecule that includes a protein-coding sequence of 
a NOVX nucleic acid sequence. The invention also includes an isolated nucleic acid that 
encodes a NOVX polypeptide, or a fragment, homolog, analog or derivative thereof. For 
example, the nucleic acid can encode a polypeptide at least 80% identical to a polypeptide 
comprising the amino acid sequences of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 
26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64. The nucleic 
acid can be, for example, a genomic DNA fragment or a cDNA molecule that includes the 
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nucleic acid sequence of any of SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 
29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63. 

Also included in the invention is an oligonucleotide, e.g., an oligonucleotide which 
includes at least 6 contiguous nucleotides of a NOVX nucleic acid (e.g., SEQ ID NOS:l, 3, 5, 
7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 
59, 61 and 63) or a complement of said oligonucleotide. Also included in the invention are 
substantially purified NOVX polypeptides (SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64). In certain 
embodiments, the NOVX polypeptides include an amino acid sequence that is substantially 
identical to the amino acid sequence of a human NOVX polypeptide. 

The invention also features antibodies that immunoselectively bind to NOVX 
polypeptides, or fragments, homologs, analogs or derivatives thereof. 

In another aspect, the invention includes pharmaceutical compositions that include 
therapeutically- or prophylactically-effective amounts of a therapeutic and a pharmaceutically- 
acceptable carrier. The therapeutic can be, e.g., a NOVX nucleic acid, a NOVX polypeptide, 
or an antibody specific for a NOVX polypeptide. In a further aspect, the invention includes, in 
one or more containers, a therapeutically- or prophylactically-effective amount of this 
pharmaceutical composition. 

In a further aspect, the invention includes a method of producing a polypeptide by 
culturing a cell that includes a NOVX nucleic acid, under conditions allowing for expression 
of the NOVX polypeptide encoded by the DNA. If desired, the NOVX polypeptide can then 
be recovered. 

In another aspect, the invention includes a method of detecting the presence of a 
NOVX polypeptide in a sample. In the method, a sample is contacted with a compound that 
selectively binds to the polypeptide under conditions allowing for formation of a complex 
between the polypeptide and the compound. The complex is detected, if present, thereby 
identifying the NOVX polypeptide within the sample. 

The invention also includes methods to identify specific cell or tissue types based on 
their expression of a NOVX. 

Also included in the invention is a method of detecting the presence of a NOVX 
nucleic acid molecule in a sample by contacting the sample with a NOVX nucleic acid probe 
or primer, and detecting whether the nucleic acid probe or primer bound to a NOVX nucleic 
acid molecule in the sample. 
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In a further aspect, the invention provides a method for modulating the activity of a 
NOVX polypeptide by contacting a cell sample that includes the NOVX polypeptide with a 
compound that binds to the NOVX polypeptide in an amount sufficient to modulate the 
activity of said polypeptide. The compound can be, e.g., a small molecule, such as a nucleic 
acid, peptide, polypeptide, peptidomimetic, carbohydrate, lipid or other organic (carbon 
containing) or inorganic molecule, as further described herein. 

Also within the scope of the invention is the use of a therapeutic in the manufacture of 
a medicament for treating or preventing disorders or syndromes including, e.g., Cancer, 
Leukodystrophies, Breast cancer, Ovarian cancer, Prostate cancer, Uterine cancer, Hodgkin 
disease, Adenocarcinoma, Adrenoleukodystrophy,Cystitis, incontinence, Von Hippel-Lindau 
(VHL) syndrome, hypercalceimia, Endometriosis, Hirschsprung's disease, Crohn's Disease,. 
Appendicitis, Cirrhosis, Liver failure, Wolfram Syndrome, Smith-Lemli-Opitz syndrome, 
Retinitis pigmentosa, Leigh syndrome; Congenital Adrenal Hyperplasia, Xerostomia; tooth 
decay and other dental problems; Inflammatory bowel disease, Diverticular disease, fertility, 
Infertility, cardiomyopathy, atherosclerosis, hypertension, congenital heart defects, aortic 
stenosis , atrial septal defect (ASD), atrioventricular (A-V) canal defect, ductus arteriosus, 
pulmonary stenosis , subaortic stenosis, ventricular septal defect (VSD), valve diseases, 
tuberous sclerosis, scleroderma, Hemophilia, Hypercoagulation, Idiopathic thrombocytopenic 
purpura, obesity, Diabetes Insipidus and Mellitus with Optic Atrophy and Deafness, 
Pancreatitis, Metabolic Dysregulation, transplantation recovery, Autoimmune disease, 
Systemic lupus erythematosus, asthma, arthritis, psoriasis, Emphysema, Scleroderma, allergy, 
ARDS, Immunodeficiencies, Graft vesus host, Alzheimer's disease, Stroke, Parkinson's 
disease, Huntington's disease, Cerebral palsy, Epilepsy, Multiple sclerosis,Ataxia- 
telangiectasia, Behavioral disorders, Addiction, Anxiety, Pain, Neurodegeneration, Muscular 
dystrophy,Lesch-Nyhan syndrome,Myasthenia gravis, schizophrenia, and other dopamine- 
dysfunctional states, levodopa-induced dyskinesias, alcoholism, pileptic seizures and other 
neurological disorders, mental depression, Cerebellar ataxia, pure; Episodic ataxia, type 2; 
Hemiplegic migraine, Spinocerebellar ataxia-6, Tuberous sclerosis, Renal artery stenosis, 
Interstitial nephritis, Glomerulonephritis, Polycystic kidney disease, Renal tubular acidosis, 
IgA nephropathy, and/or other pathologies and disorders of the like. 

The therapeutic can be, e.g., a NOVX nucleic acid, a NOVX polypeptide, or a NOVX- 
specific antibody, or biologically-active derivatives or fragments thereof. 

For example, the compositions of the present invention will have efficacy for treatment 
of patients suffering from the diseases and disorders disclosed above and/or other pathologies 
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and disorders of the like. The polypeptides can be used as immunogens to produce antibodies 
specific for the invention, and as vaccines. They can also be used to screen for potential 
agonist and antagonist compounds. For example, a cDNA encoding NOVX may be useful in 
gene therapy, and NOVX may be useful when administered to a subject in need thereof. By 
way of non-limiting example, the compositions of the present invention will have efficacy for 
treatment of patients suffering from the diseases and disorders disclosed above and/or other 
pathologies and disorders of the like. 

The invention further includes a method for screening for a modulator of disorders or 
syndromes including, e.g., the diseases and disorders disclosed above and/or other pathologies 
and disorders of the like. The method includes contacting a test compound with a NOVX 
polypeptide and determining if the test compound binds to said NOVX polypeptide. Binding 
of the test compound to the NOVX polypeptide indicates the test compound is a modulator of 
activity, or of latency or predisposition to the aforementioned disorders or syndromes. 

Also within the scope of the invention is a method for screening for a modulator of 
activity, or of latency or predisposition to disorders or syndromes including, e.g., the diseases 
and disorders disclosed above and/or other pathologies and disorders of the like by 
administering a test compound to a test animal at increased risk for the aforementioned 
disorders or syndromes. The test animal expresses a recombinant polypeptide encoded by a 
NOVX nucleic acid. Expression or activity of NOVX polypeptide is then measured in the test 
animal, as is expression or activity of the protein in a control animal which recombinantly- 
expresses NOVX polypeptide and is not at increased risk for the disorder or syndrome. Next, 
the expression of NOVX polypeptide in both the test animal and the control animal is 
compared. A change in the activity of NOVX polypeptide in the test animal relative to the 
control animal indicates the test compound is a modulator of latency of the disorder or 
syndrome. 

In yet another aspect, the invention includes a method for determining the presence of 
or predisposition to a disease associated with altered levels of a NOVX polypeptide, a NOVX 
nucleic acid, or both, in a subject {e.g., a human subject). The method includes measuring the 
amount of the NOVX polypeptide in a test sample from the subject and comparing the amount 
of the polypeptide in the test sample to the amount of the NOVX polypeptide present in a 
control sample. An alteration in the level of the NOVX polypeptide in the test sample as 
compared to the control sample indicates the presence of or predisposition to a disease in the 
subject Preferably, the predisposition includes, e.g., the diseases and disorders disclosed 
above and/or other pathologies and disorders of the like. Also, the expression levels of the new 
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polypeptides of the invention can be used in a method to screen for various cancers as well as 
to determine the stage of cancers. 

In a further aspect, the invention includes a method of treating or preventing a 
pathological condition associated with a disorder in a mammal by administering to the subject 
5 a NOVX polypeptide, a NOVX nucleic acid, or a NOVX-specific antibody to a subject (e.g., a 
human subject), in an amount sufficient to alleviate or prevent the pathological condition. In 
preferred embodiments, the disorder, includes, e.g., the diseases and disorders disclosed above 
and/or other pathologies and disorders of the like. 

In yet another aspect, the invention can be used in a method to identity the cellular 
10 receptors and downstream effectors of the invention by any one of a number of techniques 
commonly employed in the art. These include but are not limited to the two-hybrid system, 
affinity purification, co-precipitation with antibodies or other specific-interacting molecules. 

NOVX nucleic acids and polypeptides are further useful in the generation of antibodies 
that bind immuno-specifically to the novel NOVX substances for use in therapeutic or 
1 5 diagnostic methods. These NOVX antibodies may be generated according to methods known 
in the art, using prediction from hydrophobicity charts, as described in the "Anti-NOVX 
Antibodies" section below. The disclosed NOVX proteins have multiple hydrophilic regions, 
each of which can be used as an immunogen. These NOVX proteins can be used in assay 
systems for functional analysis of various human disorders, which will help in understanding 
20 of pathology of the disease and development of new drug targets for various disorders. 

The NOVX nucleic acids and proteins identified here may be useful in potential 
therapeutic applications implicated in (but not limited to) various pathologies and disorders as 
indicated below. The potential therapeutic applications for this invention include, but are not 
limited to: protein therapeutic, small molecule drug target, antibody target (therapeutic, 
25 diagnostic, drug targeting/cytotoxic antibody), diagnostic and/or prognostic marker, gene 

therapy (gene delivery/gene ablation), research tools, tissue regeneration in vivo and in vitro of 
all tissues and cell types composing (but not limited to) those defined here. 

Unless otherwise defined, all technical and scientific terms used herein have the same 
meaning as commonly understood by one of ordinary skill in the art to which this invention 
30 belongs. Although methods and materials similar or equivalent to those described herein can 
be used in the practice or testing of the present invention, suitable methods and materials are 
described below. All publications, patent applications, patents, and other references 
mentioned herein are incorporated by reference in their entirety. In the case of conflict, the 
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present specification, including definitions, will control. In addition, the materials, methods, 
and examples are illustrative only and not intended to be limiting. 

Other features and advantages of the invention will be apparent from the following 
detailed description and claims. 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention provides novel nucleotides and polypeptides encoded thereby. 
Included in the invention are the novel nucleic acid sequences and their encoded polypeptides. 
The sequences are collectively referred to herein as "NOVX nucleic acids" or 'TSTOVX 
polynucleotides" and the corresponding encoded polypeptides are referred to as "NOVX 
polypeptides" or "NOVX proteins." Unless indicated otherwise, "NOVX" is meant to refer to 
any of the novel sequences disclosed herein. Table A provides a summary of the NOVX 
nucleic acids and their encoded polypeptides. 



TABLE A. Sequences and Corresponding SEQ ID Nmrnbers 



NOVX 
Assignment 


Internal Identification 


SEQ ID 

NO 
(nucleic 
acid) 


SEQ ro NO 
(polypeptide) 


Homology 


1 


SC 78316254 A 


1 


2 


ALPHA-2-MACROGLOBULIN 


2 


AC005799_A 


3 


4 


Secreted Proteins Related to 
Angiogenesis 


3 


SC124141642 A 


5 


6 


Leucine Rich-like 


4 


GMba39917 AJ 


7 


8 


Cathepsin-L Precursor-like 


5 


GMba38118 A 


9 


10 


Fatty Acid-Binding Protein-like 


6a 


SC133790496 A 


11 


12 


Neurolysin Precursor-like 


6b 


13375342 


13 


14 


Neurolysin Precursor-like 


6c 


C99.456 


15 


16 


Neurolysin Precursor-like 


6d 


C99.457 


17 


18 


Neurolysin Precursor-like 


6e 


C99.458 


19 


20 


Neurolysin Precursor-like 


6f 


13375341 


21 


22 


Neurolysin Precursor-like 


6g 


C99.459 


23 


24 


Neurolysin Precursor-like 


6h 


C99.460 


25 


26 


Neurolysin Precursor-like 


6i 


C99.752 


27 


28 


Neurolysin Precursor-like 


7a 


bal22ol 


29 


30 


gamma-aminobutyric acid (GABA) 

transporter-like 
gamma-arninobutyric acid (GABA) 

transporter-like 


7b 


13374575 


31 


32 


7c 


13374576 


33 


34 


gamma-aminobutyric acid (GABA) 
transporter-like 


7d 


13374577 


35 


36 


gamma-aminobutyric acid (GABA) 
transporter-like 


7e 


13374578 


37 


38 


gamma-aminobutyric acid (GABA) 

transporter-like 
gamrna-aminobutyric acid (GABA) 

transporter-like 


7f 


13374579 


39 


40 


8a 


AC073487 dal 


41 


42 


Integrin Alpha 7 Precusor-like 


8b 


CG53926-02 


43 


44 


Integrin Alpha 7 Precusor-like 


9a 


124141642 EXT dal 


45 


46 


TMS-2 


9b 


13375406 


47 


48 


TMS-2 1 
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9c 


13375405 


49 


50 


A lVIO ^ 


9d 


13375404 


51 


52 




9e 


13375403 


53 


54 


TMS-2 


10 


SC121209524 A 


55 


56 


UJNv^j xcecepior-iiKe 


11a 


GMba446gl3_A 


57 


58 


HEPATOCYTE GROWTH 

rAt 1 UK-llKc 


lib 


cg34a.34S 


59 


60 


HEPATOCYTE GROWTH 

rAL 1 vJiv-llKe 


1 lc 




61 


62 


HEPATOCYTE GROWTH 
FACTOR-like 


12 


GMAC023940 A 


63 


64 


26S protease regulatory subunit-like 



NOVX nucleic acids and their encoded polypeptides are useful in a variety of 
applications and contexts. The various NOVX nucleic acids and polypeptides according to the 
invention are useful as novel members of the protein families according to the presence of 
5 domains and sequence relatedness to previously described proteins. Additionally, NOVX 
nucleic acids and polypeptides can also be used to identify proteins that are members of the 
family to which the NOVX polypeptides belong. 

NOV1 is homologous to a Alpha-2-Macroglobin-like family of proteins. Thus, the , 
NOV1 nucleic acids, polypeptides, antibodies and related compounds according to the 
1 0 invention will be useful in therapeutic and diagnostic applications implicated in, for example; 
Alzheimer's disease, inflammation, asthma, allergy and psoriasis, emphysema, pulmonary 
disease, immune disorders, neurological disorders, and/or other pathologies/disorders. 

NOV2 is homologous to the secreted protein related to angiogenesis family of proteins. 
Thus NOV2 nucleic acids, polypeptides, antibodies and related compounds according to the 
1 5 invention will be useful in therapeutic and diagnostic applications implicated in, for example; 
abnormal angiogenesis, such as cancer and more specifically, aggressive, metastatic cancer, 
including tumors of the lungs, kidneys, brain, liver and breasts and/or other 
pathologies/disorders. 

NOV3 is homologous to a family of Leucine rich-like proteins. Thus, the NOV3 
20 nucleic acids and polypeptides, antibodies and related compounds according to the invention 
will be useful in therapeutic and diagnostic applications implicated in, for example: Lymphatic 
Diseases, Skin and Connective Tissue Diseases, Diabetes and Kidney Disease, Cancers, 
tumors, and Brain Disorders, disorders that can be addressed by controlling and directing cell 
migration, Alzheimer's disease, Stroke, Tuberous sclerosis, hypercalceimia, Parkinson's 
25 disease, Huntington's disease, Cerebral palsy, Epilepsy,Lesch-Nyhan syndrome, Multiple 

sclerosis, Ataxia-telangiectasia, Leukodystrophies, Behavioral disorders, Addiction, Anxiety, 
Pain, Neuroprotection, Inflammatory bowel disease, Diverticular disease, Crohn's Disease 
and/or other pathologies/disorders. 
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NOV4 is homologous to the Cathepsin-L precursor -like family of proteins. Thus, 
NOV4 nucleic acids, polypeptides, antibodies and related compounds according to the 
invention will be useful in therapeutic and diagnostic applications implicated in, for example: 
growth of soft tissue sarcomas; malignant transformation, tumor invasion and metastasis, bone 
diseases such as osteoporosis, or bone cancers, Cardiomyopathy, Atherosclerosis, 
Hypertension, Congenital heart defects, Aortic stenosis, Atrial septal defect (ASD), 
Atrioventricular (A-V) canal defect, Ductus arteriosus, Pulmonary stenosis, Subaortic stenosis, 
Ventricular septal defect (V SD), valve diseases, Tuberous sclerosis, Scleroderma, 
Transplantation, Adrenoleukodystrophy, Congenital Adrenal Hyperplasia, Diabetes, Von 
Hippel-Lindau (VHL) syndrome, Pancreatitis, Endometriosis, Fertility, Inflammatory bowel 
disease, Diverticular disease, Hirschsprung's disease, Crohn's Disease, Hemophilia, 
hypercoagulation, Idiopathic thrombocytopenic purpura, immunodeficiencies, Osteoporosis, 
Hypercalceimia, Arthritis, Ankylosing spondylitis, Scoliosis, Endocrine dysfunctions, 
Diabetes, Growth and reproductive disorders, Psoriasis, Actinic keratosis, Acne, Hair growth, 
allopecia, pigmentation disorders, endocrine disorders and/or other pathologies/disorders. 

NOV5 is homologous to the fatty acid-binding protein family. Thus NOV5 nucleic 
acids, polypeptides, antibodies and related compounds according to the invention will be 
useful in therapeutic and diagnostic applications implicated in, for example: psoriasis, basal 
and squamous cell carcinomas, obesity, diabetis, and/or other pathologies and disorders 
involving fatty acid transport of skin, oral mucosa as well as other organs, Cardiomyopathy, 
Atherosclerosis, Hypertension, Congenital heart defects, Aortic stenosis , Atrial septal defect 
(ASD), Atrioventricular (A-V) canal defect, Ductus arteriosus, Pulmonary stenosis, Subaortic 
stenosis, Ventricular septal defect (VSD), valve diseases, Tuberous sclerosis, Scleroderma, 
Transplantation, Adrenoleukodystrophy, Congenital Adrenal Hyperplasia, Diabetes, Von 
Hippel-Lindau (VHL) syndrome, Pancreatitis, Endometriosis, Fertility, Inflammatory bowel 
disease, Diverticular disease, Hirschsprung's disease, Crohn's Disease, Hemophilia, 
hypercoagulation, Idiopathic thrombocytopenic purpura, immunodeficiencies, Osteoporosis, 
Hypercalceimia, Arthritis, Ankylosing spondylitis, Scoliosis, Endocrine dysfunctions, 
Diabetes, Growth and reproductive disorders, Psoriasis, Actinic keratosis, Acne, Hair growth, 
allopecia, pigmentation disorders, endocrine disorders and/or other pathologies/disorders. 

NOV6 is homologous to the Neurolysin -like family of proteins. Thus NOV6 nucleic 
acids, polypeptides, antibodies and related compounds according to the invention will be 
useful in therapeutic and diagnostic applications implicated in, for example: behavioral 
neurodegenerative and neuropsychiatry disorders such as schizophrenia, anxiety disorders, 
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bipolar disorders, depression, eating disorders, personality disorders, or sleeping disorders, 
Cardiomyopathy, Atherosclerosis, Hypertension, Congenital heart defects, Aortic stenosis , 
Atrial septal defect (ASD), Atrioventricular (A-V) canal defect, Ductus arteriosus, Pulmonary 
stenosis, Subaortic stenosis, Ventricular septal defect (VSD), valve diseases, Tuberous 
sclerosis, Scleroderma, Transplantation, Adrenoleukodystrophy, Congenital Adrenal 
Hyperplasia, Diabetes, Von Hippel-Lindau (VHL) syndrome, Pancreatitis, Endometriosis, 
Fertility, Inflammatory bowel disease, Diverticular disease, Hirschsprung's disease, Crohn's 
Disease, Hemophilia, hypercoagulation, Idiopathic thrombocytopenic purpura, 
immunodeficiencies, Osteoporosis, Hypercalceimia, Arthritis, Ankylosing spondylitis, 
Scoliosis, Endocrine dysfunctions, Diabetes, Growth and reproductive disorders, Psoriasis, 
Actinic keratosis, Acne, Hair growth, allopecia, pigmentation disorders, endocrine disorders 
and/or other pathologies/disorders. 

NOV7 is homologous to members of the PV-l-like family of proteins. Thus, the 
NOV7 nucleic acids, polypeptides, antibodies and related compounds according to the 
invention will be useful in therapeutic and diagnostic applications implicated in, for example; 
cancer, trauma, regeneration (in vitro and in vivo), viral/bacterial/parasitic infections, fertility, 
neurological disorders and/or other pathologies/disorders. 

NOV8 is homologous to the Integrin alpha 7 precursor-like family of proteins. Thus, 
NOV8 nucleic acids and polypeptides, antibodies and related compounds according to the 
invention will be useful in therapeutic and diagnostic applications implicated in, for example; 
Eosinophilic myeloproliferative disorder, Pseudohypoaldosteronism, type IIC, 
Pseudohypoaldosteronism typel, Spastic paraplegia- 10, Hemolytic anemia due to 
triosephosphate isomerase deficiency, Immunodeficiency with hyper-IgM, type 2, Clr/Cls 
deficiency, combined, Cls deficiency, isolated, Leukemia, acute lymphoblastic, Periodic 
fever, familial, Hypertension, Episodic ataxia/myokymia syndrome, Immunodeficiency with 
hyper-IgM, type 2, Muscular dystrophy, Lesch-Nyhan syndrome, Myasthenia gravis and other 
muscular and cellular adhesion disorders and/or other pathologies/disorders. 

NOV9 is homologous to members of the TMS-2-like family of proteins. Thus, the 
NOV9 nucleic acids, polypeptides, antibodies and related compounds according to the 
invention will be useful in therapeutic and diagnostic applications implicated in, for example; 
Von Hippel-Lindau (VHL) syndrome, Alzheimer's disease, Stroke, Tuberous sclerosis, 
hypercalceimia, Parkinson's disease, Huntington's disease, Cerebral palsy, Epilepsy, Lesch- 
Nyhan syndrome, Multiple sclerosis, Ataxia-telangiectasia, Leukodystrophies, Behavioral 
disorders, Addiction, Anxiety, Pain, Neuroprotection, Endocrine dysfunctions, Diabetes, 
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obesity, Growth and Reproductive disorders, Multiple sclerosis, Leukodystrophies, Pain, 
Neuroprotection, transporter disorders and/or other pathologies/disorders. 

NOV10 is homologous to members of the UNC5 receptor-like family of proteins. 
Thus, the NOV10 nucleic acids, polypeptides, antibodies and related compounds according to 
the invention will be useful in therapeutic and diagnostic applications implicated in, for 
example; inflammatory and infectious diseases such as AIDS, cancer therapy, Neurologic 
diseases, Brain and/or autoimmune disorders like encephalomyelitis, neurodegenerative 
disorders, Alzheimer's Disease, Parkinson's Disorder, immune disorders, and hematopoietic 
disorders, endocrine diseases, muscle disorders, inflammation and wound repair, bacterial, 
fungal, protozoal and viral infections (particularly infections caused by HIV-1 or HIV-2), pain, 
cancer (including but not limited to Neoplasm; adenocarcinoma; lymphoma; prostate cancer; 
uterus cancer), anorexia, bulimia, asthma, Parkinson's disease, acute heart failure, hypotension, 
hypertension, urinary retention, osteoporosis, Crohn's disease; multiple sclerosis; and 
Treatment of Albright Hereditary Ostoeodystrophy, angina pectoris, myocardial infarction, 
ulcers, asthma, allergies, benign prostatic hypertrophy, and psychotic and neurological 
disorders, including anxiety, schizophrenia, manic depression, delirium, dementia, severe 
mental retardation and dyskinesias, such as Huntington's disease or Gilles de la Tourette 
syndrome and/or other pathologies/disorders. 

NOV1 1 is homologous to members of the hepatocyte growth factor-like family of 
proteins. Thus, the NOV1 1 nucleic acids, polypeptides, antibodies and related compounds 
according to the invention will be useful in therapeutic and diagnostic applications implicated 
in, for example; various diseases involving blood coagulation, and hepatocellualr carcinoma; 
cancers including but not limited to lung, breast and ovarian cancer; tumor suppression, 
senescence, growth regulation, modulation of apotosis, reproductive control and associated 
disorders of reproduction, endometrial hyperplasia and adenocarcinoma, psychotic and 
neurological disorders, Alzheimers disease, endocrine disorders, inflammatory disorders, 
gastro-intestinal disorders and disorders of the respiratory system; hematopoiesis, 
immunotherapy, immunodeficiency diseases, all inflammatory diseases; cancer therapy; 
autoimmune diseases; obesity, modulation of myofibroblast development; applications to 
modulation of wound healing; potential applications to control of angiogenesis muscle 
disorders, neurologic diseases and/or other pathologies/disorders. 

NOV12 is homologous to members of the 26S proteease regulatory subunit-like family 
of proteins. Thus, the NOV12 nucleic acids, polypeptides, antibodies and related compounds 
according to the invention will be useful in therapeutic and diagnostic applications implicated 
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in, for example; eye/lens disorders including but not limited to v cataract and Aphakia, 
Alzheimer's disease, neurodegenerative disorders, inflammation and modulation of the 
immune response, viral pathogenesis, aging-related disorders, neurologic disorders, cancer 
and/or other pathologies/disorders. 
5 The NOVX nucleic acids and polypeptides can also be used to screen for molecules, 

which inhibit or enhance NOVX activity or function. Specifically, the nucleic acids and 
polypeptides according to the invention may be used as targets for the identification of small 
molecules that modulate or inhibit, e.g., neurogenesis, cell differentiation, cell proliferation, 
hematopoiesis, wound healing and angiogenesis. 
10 Additional utilities for the NOVX nucleic acids and polypeptides according to the 

invention are disclosed herein. 



NOV1 

A disclosed NOV1 nucleic acid of 4488 nucleotides (also referred to as 
1 5 SCJ783 16254_A) encoding a novel alpha-2-macroglobulin precursor-like protein is shown in 
Table 1 A. An open reading frame was identified beginning with an ATG initiation codon at 
nucleotides 1-3 and ending with a TGA codon at nucleotides 4477-4479. A putative 
untranslated region downstream from the termination codon is underlined in Table 1 A. The 
start and stop codons are in bold letters. 

20 , 

Table 1 A. NOV1 Nucleotide Sequence (SEQ ID NO:l). 

ATGTGGGCTCAGCTCCTTCTAGGAATGTTGGC^ 
CCAGCCCGGCTAAATTTCCCCTCCGTTCAGAAGGTTTG 

ACTCTGGAGACC AAGGACAAGACC CAGAAGTTGCT AGAATACTCTGGAC TG AAGAAGAGG C ACTTACATTGTATCTCCTTT 
CTTGTACC^CCTCCTGCTGGTGGCACAGAAGAAGTGGCC 

G AG AAG AAAAAGGTT CTAATTCAG AGG CAGGGGAACX3G CACCTTTGTACAGACTGACAAAC CTCT CTACACCCCAGGGCAG 

CAAGTGTATTTCCGCATTGTCACCATGG AT AG CAACTT CGTTCC^GTGAATGACAAGTACT CCATGGTGGAACTAC AGGAT 

CCAAATAGCAACAGGATTGCACAGTGGCIXSGAAGTGGTACCT^ 

GAGGCAATGCTGGGCACCTACACIX3TGGCAGTGGCTGA 

TCTCCATTTCTCCTTTTACTCTCTTC^ 

(^GGAATCTTTCTTAGTAAAAATTTGTT 

CAG AAGG CAAATACTTACTGGT ATCGAGAGGTGGAACGGGAAC^ TGACAAATGCAGGAACCTCTCTGGACAGACT 

GACAAAACAGG ATGTTTCTCAGCACCTGTGGACATC CGT ACAG C CATCAAATCAAT 

ATTGTGGCTACTGTTGTGGAGGAAGGGACAGGTGTGGAGGCC^ 

TCAATGACCTTTGAAGACACCAGCAATTTT^ 

GGCGGTGTGCTCCCTTGCAAGAACCATCTAGTGTTTC^ 

ACTG ATAACAATGGCCTAGCTC CCTTT AC CTTGGAG ACATCCXX5TTGGAATGGGACAGACGTTT CTC 
CAAATGGAAGACTTAGTATATAATCCGGAACAAGTGCC^ 

TATTACATCGACCCGGCCGATGCAAGCCCTGACCAAGAGATCAGCTTCTCCTACTA 

ATGGAGGGGCAGAAACACCTGAACTCTAAGAAGAAAGGACTGAAAGC 

CTGGCCCCTGATCCTTTCCCrrGGTGATCTATC 

GAGATGTGCTTTGACAATCAGCAGCTTCCAGGAGCAGAAG 

CTCCGGGCGGTGGATGAGAGTGTCTTACTGCTTAGGCCAGAC^ 

TTCTIX5GTATGGTCACTACCCCTATCA 

CTTCATTGACCCAATGCCCC^AGGGCATTGGAGCCAGCGTTCC^ 

TTCAG CTTTTTCCGGGACGTGGGC CTGAAAATACItSTCC^ CACAGATCT 
CCAGAATACAGCACTGCTATGGGTGGCGGTGGTCATCC^GA 

TC T CAGGTCCG CCAGTACITCCCAGAGAC CTGGCTCTGGGATCTGTTTC CT ATTGGTAACTCGGGGAAGGAGGCGGTC CAC 

GTCACAGTTCXTTGACGCCATCaCCGAGTGGAA 

ACTGTTGGACTAACTGCrrTTCAAGCCGTTC^ 

CTTAOTGCCACCATCTTCAAT^ 

GAATCATGGGCAGATTCTCAGACCTCCAGTTGTCTCTGTGCT^ 

' 16 
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AAATTGGGTCACATTAACTTTACTATTAGTACAAAGATTCTGGACAGCAATGAA 
CCCGAAAAGGGCCGAAGTGACACXSCTCATCAAGCCAGTTCTCGTCAAACCTGAGGG^ 
TCHTPUClVilGr***"' — - 



'CG 

ACCAAGGCTTATGTTACGGTTCTGGGAGACATTATGGGCACAGCCCTGCAGAACCTGGATG 

GGCTGTGGCGAGCAGAAC^TGGTCTTGTTTGCTCCCATCATCTATGTC^ 

GAGGAGATCAGGTCTCXSGGCAGTGGGTTTCCTGGLAAATAGGGTACCAGAAGGAGCTGATGT^ 

TACAGTGCCTTTGGGG^GCGAGATGGAAATGGAAACACA 

AAATTCATCTTCATTGATCCCAAGAACATCCAGGATGCT 

GCCAACGTGGGAAATCTCCTTCACACAGCTATGAAGGGTGGTGTTGATGATG^ 

GCATTGCTCGAGATGGGAAAGGATGTAGATGACCCAATGGTGAGT^ 

ACGACCAACCTCTACACACAGGCCCTGTTGGCITACATTTT 

AAACAGTTAGATCAACAGGCTATCATCTCAGGAGAATCCATTTACTGGAGCCAGAAACCTACTCCA^ 
CCTTGGTCTGAGCCTGCX3GCTGTAGATGTGGAACTCA 

CAAAAGGAGATAGCGAAGGCCACTAGCATAGTGGCTTGGTTGGCCAAGCAACAC 

CAGGATACTGTAGTTGCTCTCCAAGCTCTTGCCAAATATGCCACTACCGCCT 

GTAAAATCCACTGAGAATTTCCAGCGCAGATTCAACATACAGTCAGTTAACAGATTGGTAT^ 

AATGTCCCIX3GAATGTACACGTTGGAGGCCTCAGGCCAGGGCTGTGTCTATGTGCAGACGGTGTTC 

CCTCCCACAAATATGAAGACCTTTAGTCTTAGTGTGGAAATA^ 

TTGACTCTCACTATTCAC^CCAGTTATGTGGGGAGCCGTAGCTCTTCCAATATGGC^^ 

GGGTTCAGTCCCATGGAGGGCACCAATCAGTTACTTCTCCAGCAACCCCTGGTGAAGAAGGTTGAATTTGGA 
CTTAACATTT ACTTGGATGAGCTCATTAAGAACACT CAGACTT ACACC TT CACCATCAGCCAAAGTGTG CTGGTCAC CAAC 
TTGAAACCAGCAACCATCAAGGTCTATGACTACTACCTACCAGX3TT 

ATGAACAATGACAGCATAGTGGACTCTGTGGCACXMCACCCAGAACC7VCCCCCTTTCAAGA 

CTTCCTGGGAGTGTTAACAACTGATAGCTACCA 1 CCTTCA 



In a search of public sequence databases, the NOV1 nucleic acid sequence has 840 of 
1324 bases (63 %) identical to bRattiis norgegiciis alpha-2-macroglobulin precursor mRNA 
(GENBANK-DD: Rat A2M) (E = 1.3e U9 ). Public nucleotide databases include all GenBank 
databases and the GeneSeq patent database. 

In all BLAST alignments herein, the "E-value" or "Expect" value is a numeric 
indication of the probability that the aligned sequences could have achieved their similarity to 
the BLAST query sequence by chance alone, within the database that was searched. For 
example, the probability that the subject ("Sbjct") retrieved from the NOV1 BLAST analysis, 
e.g., Rattus norgegicus alpha-2-macroglobulin precursor mRNA, matched the Query NO VI 
sequence purely by chance is 1 .3e 1 ,9 . The Expect value (E) is a parameter that describes the 
number of hits one can "expect" to see just by chance when searching a database of a 
particular size. It decreases exponentially with the Score (S) that is assigned to a match 
between two sequences. Essentially, the E value describes the random background noise that 
exists for matches between sequences. 

The Expect value is used as a convenient way to create a significance threshold for 
reporting results. The default value used for blasting is typically set to 0.0001. In BLAST 2.0, 
the Expect value is also used instead of the P value (probability) to report the significance of 
matches. For example, an E value of one assigned to a hit can be interpreted as meaning that 
in a database of the current size one might expect to see one match with a similar score simply 
by chance. An E value of zero means that one would not expect to see any matches with a 
similar score simply by chance. See, e.g., 

http://ww.ncbi.nlm.nih.gov/Education/BLASTinfo Occasionally, a string of X*s or N's 
will result from a BLAST search. This is a result of automatic filtering of the query for low- 

17 



WO 02/29058 PCT/US01/3 J 248 

complexity sequence that is performed to prevent artifactual hits. The filter substitutes any 
low-complexity sequence that it finds with the letter "N" in nucleotide sequence (e.g., 
"NNNTSnsiNNN") or the letter "X" in protein sequences (e.g., "XXX"). Low-complexity 
regions can result in high scores that reflect compositional bias rather than significant position- 
5 by-position alignment. Wootton and Federhen, M ethods Enzvmol 266:554-571, 1996 . 

The disclosed NOV1 polypeptide (SEQ ID NO:2) encoded by SEQ ID NO:l has 1492 
amino acid residues and is presented in Table IB using the one-letter amino acid code. Signal 
P, Psort and/or Hydropathy results predict that NOV1 has a signal peptide and is likely to be 
localized outside the cell with a certainty of 0.3703. The most likely cleavage site for a NOV1 
10 peptide is between amino acids 17 and 18, at: AIA-EE. 



Table IB. Encoded NOV1 protein sequence (SEQ ID NO:2). 

MWAQLLIjGMliALSPAIAEELPNYLVTIiP 
KRHIiHCISFLVPPPAGGTEEVATIRVSGVGNNI^ 

DSNE^PVITOKYSMVELQDPNSNRIAQWLEVVPEQGIVDLS FQIiAPEAML»GTYTVAVAEGKTFGTFSVEEYVL 
SPFIiLLLSSVLPKFKVEVVEPKELSTVQESFIiVKI ^ 

KCRNLSGQTDKTGCFSAPVDMATFDLI GYAYSHQINI VATWEEGTGVEANATQNI YI S PQMGSMTFEDTSN 
FYHPNFPFSGKMLLKFPQGGVLPCKNHLVFLVIYGTNGT 

QMEDLVYNPEQVPRYYQNAYLHIjRP FYS TTRS FLGIHRLNGPLKCGQPQEVLVDYYIDPADAS PDQEI s fs y 
YLI GKGSLVMEGQKHLNSKKKGIiKASFSI/SIiTFTSRIjAPDPSLVI YAI FPSGGWADKIQFSVEMCFDNQQIi 
PGAEVELQLQAAPGSLCALRAVDESVLLI^PDRELSNRSVYGMFPFWYGHYPYQVAEYDQCPVSGPTO 
LIDPMPQGHSSQRSIIWRPSFSEGTDLFSFFRDVGLKILSNAKIKKPVDCSHRSPEYSTAMGGGGHPEAFES 
STPLHQAEDSQVRQYFPETWLWDLFPIGNSGKEAVHVTVPDAITEW 

FFVDLTIjPYSWRGESFRLTATI FNYTiKDCI RVQTDLAKSHE YQLE SWADSQTS SCIjCADDAKTHHWNI TAV 
KLiGHINFT I STKI LDSNE PCGGQKGFVPQKGRSDTLiI KPVLVKPEGVIjVEKTHS S LIjCPKGGKVASESVSIjE 
LPVDI VPDSTKAYVTVLGDIMGTALQNLDGLVQMPSGCGEQNMVIiFAP 1 1 YVLQYIiEKAGLIjTEE I RSRAVG 
FLEIGYQKELMYKHSNGSYSAFGERDGNGNTWLTAFVTKCFGQAQKFI fi dpkni QDALKWMAGNQLPSGCY 
ANVGNLLHTAMKGGVDDEVSLTAYVTAALLEMGKDVDDPMVSQ^ 

EMDI RNI LLKQLDQQAI I SGES I YWSQKPTPS SNAS PWSEPAAVDVELTAYALLAQLTKPSLTQKE I AKATS 
IVAWLAKQHNAYGGFSSTQDTWALQAIjAKYATT^ 

NVPGMYTLEASGQGC^^QTVLRYNILPPTNMKTFSLSVEIGKARCEQPTSPRSIjTLTIHTSYV^ 

aivevkmlsgfspmegtnqlllqqplvkkvefgtdt^ 

pyylpgsfklsqyti vwsmnnds i vdsvarhpepppfkteafi psiipgsvun 



The NOV1 amino acid sequence has 595 of 1450 amino acid residues (41 %) identical 
to, and 873 of 1450 residues (60 %) positve with, the Homo sapiens 1474 amino acid residue 
1 5 alpha-2-macroglobulin precursor protein (ptnr: SPTREMBL-ACC:P01023) (E = 2.0e" 279 ). 

The disclosed NOV I polypeptide has homology to the amino acid sequences shown in 



the BLASTP data listed in Table 1C. 



Table 1C. BLAST results for NO VI 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 

(%) 


Expect 


qi 1 14765710 I ref|XP 


alpha 2 
macroglobul in 
precursor [Homo 
sapiens] 


1474 


593/1486 
<39%) 


870/1486 
(57%) 


0.0 


006925.4| 
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qi I 4557225 |ref|NP 0 
00005 . 1 | 


alpha 2 
macroglobulin 
precursor [Homo 
sapiens] 


1474 


591/1486 
(39%) 


869/1486 
(57%) 


0.0 


gi 1 224053 I prf | 1 1009 
174 A 


macroglobul in 
alpha2 [Homo 
sapiens] 


1450 


585/1471 
(39%) 


861/1471 
(57%) 


0.0 


gi | 6978425 |ref|NP 0 
36620 . 1 | 


alpha- 2- 
macroglobul in 
[Rattus 
norvegicus] 


1472 


578/1483 
(38%) 


867/1483 
(57%) 


0.0 


gi|2144118|pir| | JC5 
143 


alpha- 

nidcroyXOoUlin 

precursor [Cavia 
porcellus] 


1476 


570/1495 
(38%) 


858/1495 
(57%) 


0 



The homology between these and other sequences is shown graphically in the 
ClustalW analysis shown in Table ID. In the ClustalW alignment of the NOV1 protein, as 
well as all other ClustalW analyses herein, the black outlined amino acid residues indicate 
regions of conserved sequence (i.e., regions that may be required to preserve structural or 
functional properties), whereas non-highlighted amino acid residues are less conserved and 
can potentially be altered to a much broader extent without altering protein structure or 
function. 



Table ID. ClustalW Analysis of NOV1 

1) Novel NOV1 (SEQIDNO:2) 

2) gill47657101refiXP 006925.4| alpha 2 macroglobulin precursor [Homo sapiens] (SEQ ID NO:65) 

3) gi!4557225| reiTNP 000005. 1| alpha 2 macroglobulin precursor [Homo sapiens] (SEQ ID NO:66) 

4) gi!224053lprflll009174A macroglobulin alpha2 [Homo sapiens] (SEQ ID NO:67) 

5) gi)697842StrefINP 036620.1) alpha-2 -macroglobulin [Rattus norvegicus] (SEQ ID NO:68) 

6) gil2144118ipirllJC5143 alpha-macroglobulin precursor [Cavia porcellus] (SEQ ID NO:69) 



NOVl 


gi 


14765710 


gi 


4557225 | 


gi 


224053 | 


gi 


6978425 | 


gi 


2144118| 



NOVl 

gi | 14765710 | 
gi j 4557225 | 
gi | 224053 | 
gi | 6978425 | 
gi j 2144118 | 



NOVl 



gi 
gi 
gi 
gi 
gi 



147657101 

4557225) 

224053) 

6978425) 

2144118 
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PCT/US01/31248 



NOVl 



gi 
gi 
gi 
gi 



14765710 | 
4557225 | 
224053) 
6978425 | 
2144118 



160 



170 



180 



190 



200 




210 



220 



230 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 | 
4557225] 
224053 | 
6978425) 
2144118 1 



NOVl 

gi | 14765710 | 
gi j 4557225 | 
gi | 224053 | 
gi | 6978425 | 
gi j 2144118 j 



NOVl 

gi 
gi 
gi 
gi 
gi 



14765710 | 
4557225) 
224053 | 
6978425 | 
2144118 j 



24 0 
\....\ 

pfllllssvlB 



250 




NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 | 
4557225) 
224053 | 
6978425 | 
2144118 



360 



370 



380 



390 



400 




410 



420 



430 



NOVl 

gi 
gi 
gi 
gi 
gi 



14765710) 
4557225 | 
224053 | 
6978425 | 
2144118 j 



440 450 
jVSgEGKFgME 




460 



470 



480 



490 



500 



NOVl 

gi | 147 65710 | 
gi j 4557225 | 
gi | 224053 | 
gi j 6978425 | 
gi | 2144118 | 



NOVl 

gi 14765710) 
gi 4557225) 
gi 224053) 




20 



WO 02/29058 

gi|6978425| 
gi|2144118 j 



NOV1 

gi|l4765710 
gi (4557225 
gi|224053 
gi | 6978425 
gi j 2144118 
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NOVl 


gi 


14765710 


gi 


4557225| 


gi 


224053) 


gi 


6978425 | 


gi 


2144118) 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 
4557225 
224053 | 
6978425| 
2144118 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 
4557225 I 
224053) 
6978425 | 
2144118 | 



NOVl 

gi 
gi 
gi 
gi 
gi 



14765710 | 
4557225 j 
224053 | 
6978425 | 
2144118) 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 
4557225) 
224053 | 
6978425 j 
2144118 



NOVl 

gi 
gi 
gi 
gi 
gi 



14765710| 
4557225 | 
224053 | 
6978425 | 
2144118 j 



NOVl 

gi | 14765710 | 




gi 
gi 
gi 
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6978425) 
2144118 
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IKPLLVEPEG 
IKPLLVEPEG 
IKPLLVEPEG 
IKPLLVEPEG 



NOV1 



gi 
gi 
gi 
gi 
gi 



14765710] 
4557225 | 
224053 | 
6978425 | 
2144118 



NOV1 



gi 
gi 
gi 
gi 
gi 



14765710] 
4557225| 
224053 | 
6978425| 
2144118 



NOV1 

14765710 | 
4557225| 
224053 | 
6978425) 
2144118 I 



gi 
gi 
gi 
gi 
gi 



NOVl 


gi 


14765710 


gi 


4557225) 


gi 


224053) 


gi 


6978425) 


gi 


2144118) 




NOVl 

gi | 14765710 ) 
gi | 4557225 | 
gi (224053 | 
gi|6978425| 
gi I 2144118 | 



NOVl 

gi | 14765710 | 
gi|4557225| 
gi | 224053 | 
gi|6978425l 
gi | 2144118 | 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710) 
4557225) 
224053 | 
6978425) 
2144118 



1160 



lleEElw 



1170 



1180 



1190 



1200 



'THPWRNALFCLESAWKfcJ 
^THPWRNALFCLESAWKy 
THPWRNALFCLESAWK** 



YTgALLAYgFgjLAG 
igEGgHGSHVYTKALLAYAFALAG 

5eg2hgshvytkallayafalag 
uSegShgshvytkallayafalag 



LLEggLgVTHPWRNALFCL ESAWK^^EG^HGSHVYTKALi^AYAfr^AU 
LLE^L3vTHPVVRNALFCLjEAWK^^Gg?GSHVYTKALLAYAFALAG 
LL e5§L§7tHP VVRNAL F CLE S AWK«AK<EG AHG SHVYTKALL AY AFALAG 



1210 



1220 



1230 



1240 



1250 




1300 



1310 
|....|....| 



1320 
..)....) 



1330 



1340 



1350 
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gi 


224053 | 


gi 


6978425 | 


gi 
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NOVl 



gi 
gi 
gi 
gi 
gi 



14765710 J 
4557225| 
224053 | 
6978425) 
2144118) 



NOVl 

gi|l4765710| 
gi|4557225| 
gi | 224053 | 
gij 6978425 | 
gi | 2144118 | 



NOVl 



gi 
gi 
gi 
gi 
gi 



14765710] 
4557225 | 
224053) 
6978425) 
2144118 | 

\ 




1510 



1520 



153 0 




1540 

^IVDSVARHPEPPPFKTEAFIPSLPGSVNN 



NOVl 

gi 1 14765710 | 
gi) 4557225 | 
gi|224053 f 
gij 6978425 | 
gij 2144118 I 

The presence of identifiable domains in NOVl, as well as all other NOVX proteins, 
was determined by searches using software algorithms such as PROSITE, DOMAIN, Blocks, 
Pfam, ProDomain, and Prints, and then determining the Interpro number by crossing the 
domain match (or numbers) using the Interpro website (http:www.ebi.ac.uk/ interpro). 
DOMAIN results for NOVl, as disclosed in Tables IE and IF, were collected from the 
Conserved Domain Database (CDD) with Reverse Position Specific BLAST analyses. This 
BLAST analysis software samples domains found in the Smart and Pfam collections. For 
Tables IE, IF and all successive DOMAIN sequence alignments, fully conserved single 
residues are indicated by black shading or by the sign (|) and "strong" semi-conserved residues 
are indicated by grey shading or by the sign (+). The "strong" group of conserved amino acid 
residues may be any one of the following groups of amino acids: STA, NEQK, NHQK, 
NDEQ, QHRK, MILV, MILF, HY, FYW. 



23 

BEST AVAILABLE 



WO 02/29058 PCT/USOJ/31248 
Tables IE and IF lists the domain description from DOMAIN analysis results against 
NOV1 . This indicates that the NOV1 sequence has properties similar to those of other 
proteins known to contain these domains. 



Table IE. Domain Analysis of NO VI 

gnl | Pf ami pf 311100207 , A2M, Alpha-2-macroglobulin family. This family 
includes the C-terminal region of the alpha-2-macroglobulin family. 
(SEQ ID NO: 70) 

Length = 751 residues, 98.5% aligned 
Score a 563 bits (1451) , Expect = 2e-161 



NOVl 


728 


Pfam00207 


4 


NOVl 


788 


Pfam00207 


64 


NOVl 


847 


Pfara00207 


116 


NOVl 


907 


Pfam00207 


176 


NOVl 


963 


Pfam00207 


236 


NOVl 


1014 


Pfam00207 


296 


NOVl 


1073 


Pfara00207 


354 


NOVl 


1129 


Pfam00207 


414 


NOVl 


1181 


Pfam00207 


474 


NOVl 


1241 


Pfam00207 


532 


NOVl 


1298 


Pfam00207 


592 


NOVl 


1357 


Pfam00207 


652 


NOVl 


1415 


Pfam00207 


712 



EDSQWQYFPETWIjWDIiFPIGNSGKEAVHVTVPDAITEWKAMSFCTSQSRGFGLSPTVGIi 

+1 +1 IIM+III++ + I I++I+II+II |+ ++ I ++I ++ I ! 

DD IT I RS YF PE S WLWE VE EVDRS PVLTVNI TLPD S I TTWE I IiAVSLSNTKGliCVADPVELi 



787 



63 



I 1+ II++I 1 I I 1 I 1 1 I I I I ++III l + l 



III I 
- WQLEVE PLCQAG 115 



I ++I + I 



11 + 



I ++I + I 



KPEGVLVEKTHS SliliCP KGG KVAS ESVS LE L> P VD I VPD - STKAYVTVLGDIMGTALQ 962 

+111 l + l Mil I II + I I III +1 ++I II + l + l 

E P EG ARKE ETVS S LLLP P EHLGGGLE VS EVPALKLPDDVPDTEAEAVI SVQGDPVAQAIQ 235 
N LDGL.VQMPSGCGEQNMVLFAPIIYVIiQyLEKAGL.IiTE - - - E IRSRAVGFLEIG 1013 

I 1+ I+++IIIIIIIII+ 11+11111++ + + + +1+ + I 

NTLSGEGIiNNLLRLPSGCGEQNMIYMAPTVYVLHYL^ 295 

YQKELMYKHSNGS YS AFGERDGNGNTWLTAFVTKCFGQAQKF I F I D PKN I QD ALKW - MAG 1072 

II++I 1+ ++III+II I +MIIIII II 11+ ++III ++| |+|| + 

YQRQLNYRKADGSYAAFLHRA- - SSTWLTAFVLKVFSQARNYVFIDEEHICGAVKWLILN 353 

NQLPSGCYANVGNLLHTAMKGGVDD EVSLTAYVTAAIiLEMGKDVDDPMVSQGLRCL 1128 

i i + i ++i mil i II+MI++I mi 1+1+ i i 

QOKDDGVFRESGPVIHNEMKGGVGDDAEVEVTLTAFITIALLEAKLVCI S PWANALS IL 413 

KNSATSTTN LYTQALLAYI FSLAGEMD X RNX LLKQLDQQA I ISGESIYWS --QK 1180 

II I +11 11 II +111 + +11 I ++ + +| || 

KAS D YliLENYANGQRVYTIALTAYAIiAl^G VIjHKLKE I LKS LKEE LYKALVKGHWERPQ K 473 

PTPS SNAS P W S E PAAVDVE LTAYAXiLAQLTKP S LTQKE I AKATS IVAWLAKQHNAYGGFS 1240 

I + +11 ll+l+lllll II I ++ I +1 II +| III 

PKDAPGHPYS P Q PQAAAVEMTS YALLALLT - - LLPFPKVEMAPKVVKWLTEQQYYGGGFG 531 

S TQDTVVAIiQ ALAKY ATTA YM P S E - EINLWKSTEN- FQRTFNIQSVNRLVFQQDTLP-N 1297 

llllll+IIIII+ll I +++ ++I |+ I I + I + + III 

STQDTVMALQAIjSKYGIATPTHKEKNL^ 5 91 

VPGMYTLEASGQ^CVYVQTVLRYNILPPTNMICTFSLSVEIGKARC SLTLTIH 1356 

I + +111 + + I II +1 I I I +1 1+1 + I |+| 

EGFTVTAKVTGQGTLTLVTTYRYKVIjDKKNTFCF^ 651 

TSYVGSRSSSNMAIVEVKMLSGFSPMEGT- -NQIiLIvQgPLVKKVEFGTDTIjNIYLDELIK 1414 

i i mi i iii ++ ii+ii i++ ii i + + +IM++ 

TRYAG S RSD S GMA IAD I S MLTGF I P LKPDLKKLENGVD RYVS KYE I LX5NHVLLYLD KVSH 711 

- NTQTYTFTISQS VIiVTNIiKPATI KVYDYYLP 1445 

1+ Ml I I + II++MIIII | 
SETECVGFKIHQDFEVGLLQPASVKVYDYYEP 743 
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Table IF. Domain Analysis of NOVl 

gnl 1 Pf am | pf amOl 83 5 , A2M_N, Alpha-2-macroglobulin family N-terminal 
region. This family includes the N-terminal region of the alpha-2- 
macroglobulin family. (SEQ ID NO: 71) 
Length = 620 residues, 98.4% aligned 
Score = 236 bits (603), Expect = 5e-63 



NOVl 5 LLLGMLALSPAIAEEL- - PNYLVTLPARI^FPSVQKVCLDLSPGYSDVKFTVTLETKDKT 62 

II + l I I I l+l +1+ I + +111+ I I I | + | + 

Pfam01835 2 LLWliIii»IiIaI»LF FD S S LQKP R YMVT VP S I LRTET P EKVCVQ LHD LNETVTVTVS LH S F PGK 61 

NOVl 63 QKLLEYSGLK KRHLHCISFLVPPPA GGTEEVATIRVSGVGNNI SFEEKKKVLIQ 116 

+ I + I 11+11 II I I + + I | + I + || || + 

Pfam01835 62 RNLS S LFTVUiS S KDLFHCVS FTVPQPGkFKS S KG EE S FVVVQVKG PTHTFKEKVTVLVS 121 

NOVl 117 RQGNGTFVQTDKPLYTPGQQVYFRIVlTIDSNFVPVNDKYSMVEIjQDPNSNRJAQWl^EVTO 176 

+ MIIIMIIII I +1+ ++| | |+|+ +| ++|| || + || 

Pfam01835 122 SRRGLVFIQTDKPI YTPGQTVRYRVFSVDENIiRPLNELI - LVYIEDPEGNRVDQWEVNKIj 180 

NOVl 177 EQGlVDIiSFQIiAPEAMLGTYTVAV AEGKTFGT- - FSVEEYVLSPFLLLLSSVLPKFK 231 

I II III + I + ||+ + + ++ I I l + H + 
Pf am01835 181 EGGIFQLSFPIPSEPIQGTWKIVARYESGPESNYTHYFEVKEY VLPSFEVS 231 

NOVl 232 VEVVEPKELSTVQESFLVKICCRYTYGKPMLGAVQVSVCQKANTYWYREVEREQIiPDKCR 291 

+ + l + I I II IIIIIII+ I I I | +++| 

Pfam01835 232 ITPPKPFIYYDNFKEFEVTICARYTYGKPVPGVAYVRFGVK DEDGKKELIiAGLE 285 

NOVl 292 NLSGQTDKTG - - CFSAPVDMATFDLIG YAY- SHQINI VATWEEGTGVEAI8A- TQNI YI S 347 

+ I I I I I + I + + l+l 1 I || 

Pf ara01835 286 ERAKLLDGNGE I CLSQEVLLKELQLKNEDLEGKSLYVAVAVI ESEGGDMEEAELGG I KIV 345 

NOVl 348 PQMGS^FEDTSNFYHPNFPFSGKl^bKFP^^GVIiPCKNHIiVFLVTYGTNGTFNQTLVTO 407 

+1 I + + I II 1+1+ II III + + ++ I) 
Pfam01835 346 RSPYKLKFVKTPSHFKPGIPFFLKVLVVDPDGS- - PAPNVPVK- - VSAQDASYYSNGTTD 401 

NOVl 4 08 mGLAPFTLETSGWNGTDVSLEGKFQMECLVYNPEQVPRYYQNAYIJILRPFYSTTRSFI^ 467 

+ 1 I M++ I I + +1+ + ++| + ||+ | + | 

Pfatn01835 402 EDGLAQFSINTS- -GISSLSITVRTNHKELPEEVQAHAEAQATAYSTVSL- -SKSYIHLS 457 

NOVl 468 IHRIiNGPLKCGQPQEVLVDYYIDPADASPDQEISFSYYLIGKGSLVME^KHLNSKKKGIj 527 

M III ++ + + + I I ++ II +1 |++ ++ 
Pfam01835 458 IER TLPCGPGVGEQANFILRGKSliGEIiKILHFYYl.IMSKGKIVKTGRE PREPG 510 

NOVl 528 KASFSLSLTFTSRIAPDPSLVIYAIFPSGGVVADKIQFSVEMCFDN QQL 576 

+ 1111+ I III II I I I I Mil + II I I +1 

Pfam01835 511 QGIiFSLSlPVTPDLAPSFRLVAYYILPQGEWADSWIDVEDCCANKXiDLSFSPSKDYRIi 570 

NOVl 577 PGAEVELQLQAAPGSLCALRAVDESVLLLRPDRELSNRSVY 617 

I +I + I+++I I II IIIIII++I M + l +11 II 
Pfam01835 571 P AQQVKLRVEAD PQS LVALRAVDQAVYLLKPKAKLSMS KVY 611 

The A2M family of proteins are responsible for catalyzing the phosporylation of the 
light chain of myosin during the contraction of smooth muscle. Thus, the myosin light chain 
kinase (MLCK) proteins serve as a key enzyme in muscle contraction and have been shown by 
immunohistology to be present in neurons and glia. The cDNA for human MLCK has been 
cloned from hippocampus and shown to encode a protein sequence 95% similar to smooth 
muscle MLCKs but less than 60% similar to skeletal muscle MLCKs. The cDNA clone 
detected two RNA transcripts in human frontal and entorhinal cortex, in hippocampus, and in 
jejunum, one corresponding to MLCK and the other probably to telokin, the carboxy-terminal 
154 residues of MLCK expressed as an independent protein in smooth muscle. The levels of 
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expression has been shown to be lower in brain than in smooth muscle. The acidic C- 
terminus of all MLCKs from both brain and smooth muscle resembles the C-terminus of 
tubulins. By PCR and Southern blotting using 2 somatic cell hybrid panels, the MLCK gene 
has been localized to 3cen-q21. Since the MLCK disclosed herein is an MLCK, the 
chromosomal locus has been assigned as Chromosome 3cen-q21. 

Phosphorylation of myosin H regulatory light chains (RLC) by Ca2+/calmodulin 
(CAM)-dependent MLCK is a critical step in the initiation of smooth muscle and non-muscle 
cell contraction. Post-translational modifications to MLCK down-regulate enzyme activity, 
suppressing RLC phosphorylation, myosin II activation and tension development. 

The above defined information for NOV 1 suggests that this A2M precursor-like 
protein may function as a member of a A2M precursor family. Therefore, the NOV1 nucleic 
acids and proteins of the invention are useful in potential therapeutic applications implicated in 
various diseases and disorders described below and/or other pathologies. For example, the 
NOV1 compositions of the present invention will have efficacy for treatment of patients 
suffering from Alzheimer's disease, inflammation, asthma, allergy and psoriasis, emphysema, 
pulmonary disease, immune disorders and neurological disorders. The NOV1 nucleic acid 
encoding A2M precursor-like protein, and the A2M precursor-like protein of the invention, or 
fragments thereof, may further be useful in diagnostic applications, wherein the presence or 
amount of the nucleic acid or the protein are to be assessed. 



20 NOV2 



A disclosed NOV2 nucleic acid of 2021 nucleotides (also referred to as AC005799_A) 
encoding a novel secreted protein related to angiogenesis is shown in Table 2A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 40-42 and 
ending with a TAA codon at nucleotides 1667-1669. Putative untranslated regions upstream 
from the intiation codon and downstream from the termination codon are underlined in Table 
2A. The start and stop codons are in bold letters. 



Table 2A. NOV2 nucleotide sequence (SEQ ED NO:3). 



TTGATGGTATTAAGGGGTAGGGTCTTTGGGAGGTGTCTCAATGCCGGGGCTGCGCCGGGACCGCCTACTG 

ACTCTGCTACTGCTGGGCGCGCTGCTCTCCGCCGA 

AGCTGCGGCCTCGGGAGCX3CCCGCGGGGGTGCCCGTGC 

GGCCGCAGCTGCCTCGGACCCCX3GCACGATCGT 

GCTGGCGGCAGCCAGAGCGGGTCGAGCTCCAAGTTC 

CGGAGGAGCCGCCTCTCCTGGGAGCCGAGGACTCGCT 

GAGK2LAAGGTGGCCCGCTGGAACAGGCGACACAAGATC 

CCCCCACTG(^GCTCCGACTCGAGGCCAGCrrcGGTCCAGTTCCACCT 

ACTCCCGGTCCAGCCCTGTTGTCAGCAAACTTCT 

OTACAGTCAAGATGAGAAAGCCTTGCTGGGGGCATGTGA 

CACCTCAAGCTGGTGCTGAGGTTCTCGGATTTCGGGAAGGCCATGTT 
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ATGAGGAGACACG&GTGGACTTCTTCTACTT 

CCTVTCTGGACAGGATTCTGGACTTCCGACGGGTGC^ 

GAAATCCTAGAGGTCACCAAGAATGAAATCCTGCAGAGTGTTTTCT 

GCTTCTTCGCCAAGTGTCCATACATGTGCAAGACGGAGTATC 

GGGTTCCCTCTCTGCCTTCCTGCCGTCCCTCAACCTGGCC^ 

CGCTCCTACACACTGGCAGGAAAAGAGGAGTGGGAGGTCAATCCC^ 

TCTACCCGTACAACAACAGCCAGCGGCTCCTCAATGTCATCX3ACATGGCCATCTTCG 

GAATATGGACCGGCACGATTATGAGATGTTCACCA^ 

AACGCCAGAGGGTTCGGACX3ACACTCCCATGATGAAATCTCCATCCTCTCGCCTCTCT 
TGATAAAAAAGAAAACACTTTTGCACCTGCAGCTGCTGGCCCAAGCTGA^ 

GCGAGAATCACTGCTGGAAGACCAGCTCAGCCCTGTCCTCACTGAACCCCACCTCCTTGCCCTGGATCGA 

AGGCTCCAAACCATCCTAAGGACAGTGGAGGGGTGCATAGTGGCCCATGGACAGCAGAGTGTCAT 

ACGGCCCAGTGGAACAGTCGGCCCCAGACTCTGGC(^GGCTAACTTGA GGGCTGGCAGAGTC 

CAGTTTCAGAAAATACGCCTGGAGCCAGAGC^GTCGACTCGAGTGCCGACCCTGCXjTCCTCACTCCCACC 

TGTTACTGCTGGGAGTCAAGTCAGCTAGGAAGGAAGCAGGACATTTTCT(^yUV(^GCAAGTGGGGCCCAT 

GGAACTGAATCTTTACTCCTTGGTGCACCGCTTCTC^ 

CACTGGCTTCATCAAGGCCACCGACGATCTCCTGAGTGCACTGGGAAATCTGGGTATAGGTCAGGCT 
CAGCCTTGATCCCAGGAGAGTACTAATGGTAACAAGTCAAATAAAAGGACATCAAGTGGAA 



The disclosed NOV2 nucleic acid sequence, localized to chromsome 17, has 1378 of 
1378 bases (100%) identical to Homo sapiens HSM801386 mRNA (GENBANK-ID: 
HSM801386(E-2.0e 305 ). 

A NOV2 polypeptide (SEQ ID NO:4) encoded by SEQ ID NO:3 has 541 amino acid 
residues and is presented using the one-letter code in Table 2B. Signal P, Psort and/or 
Hydropathy results predict that NOV2 contains a signal peptide and is likely to be localized 
outside the cell with a certainty of 0.7045. The most likely cleavage site for a NOV2 peptide is 
between amino acids 33 and 34, at: VQR-QL. 



Table 2B. Encoded NOV2 protein sequence (SEQ ID NO:4). 

MPGLRIU^RLLTIjLLLGALLSADLYFHLWPQ 

FSRTEPRTEPAGGSHSGSSSKLQAIjFAHPLYirVPEEPPLIjGAED 

REQMNLTSLDPPLQLRLEASWVQFHIjGINRHGIjYSRSS PWSKLLQDMRHFPTI SADYSQDEKAUjGACD 
CTQIVKPSGVHLKLVLRFSDFGKAMFKPITOQQRDEETPTO 

TVGRI VNVTKE I LEVTKNE I LQSVFFVS PASNVCFFAKCP YMCKTE YAVCGNPHIiIjEGSIjSAFIjPS LNLA 
PRIiSVPNPWI RS YTLAGKEEWEVNPLYC1DTVKQI YPYNNSQRIiLNVIDMAI FDFIiIGNMDRHHYEMFTKF 
GDDGFblHLDNARGFGRHSHDE I S ILSPLSQCCMI KKKTLLHLQLLAQADYRLSDVMRESLLEDQLSPVL 
TEPHLIiALDRRLQTILRTVEGCIVAHGQQSVIVDGPVEQSAPDSGQANIiTS 

The NOV2 amino acid sequence has 340 of 340 amino acid residues (100%) identical 
to a Homo sapiens CAB61412 protein (GENBANK-ID:CAB61412) (E = 2.9e 184 ). 
Essentially, the sequence constitutes a 5* extension of HSM801386. 

Tissue expression data, obtained by Taqman analysis, reveals strong expression by 
activated endothelial cells, indicating that the NOV2 secreted protein might be involved in the 
angiogenic process and could be useful to identify and treat angiogenic processeses. Analysis 
also reveals that the NOV2 gene is overexpressed by kidney tumors compared with their 
normal adjecent tissues and also strongly expressed by liver and liver tumors, Sage analysis 
also reveals NOV2 expression in ovarian tumors (Tables 21 - 23). 
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NOV2 also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 2C. 



Table 2C. BLAST results for NOV2 


Gene Index/ 
Identifier 


Protein/ 
Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 


gi) 11359998 |pir| | T4 
2684 


hypothetical 

protein 

DKFZp434F2322 

.1 (fragment) 

[Homo 

sapiens] 


340 


340/340 
(100%) 


340/340 
(100%) 


0.0 


gi 1 14776441 |ref|XP 
045783. 1| 


hypothetical 
protein 
DKFZp434F2322 
[Homo 
sapiens] 


307 


306/307 
(99%) 


306/307 
(99%) 


le-174 


gi | 9368881 | emb | CAB 9 
9089.11 (AL390147) 


hypothetical 
protein [Homo 
sapiens] 


311 


176/286 
(61%) 


225/286 
(78%) 


le-104 


gi i 13385516 IreflNP 
085042. l| 


hypothetical 
protein 
MGC7673 [Mus 
musculus] 


249 


132/237 
(55%) 


180/237 
(75%) 


3e-76 


gi|7504833|pir| |T23 
035 


hypothetical 
protein 
H03A11.1 
[ Caenorhabdi t 
is elegans] 


512 


143/381 
(37%) 


207/381 
(53%) 


4e-66 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 2D. 

Table 2D. ClustalW Analysis of NOV2 

1) NOV2 (SEQ ID NO:4) 

2) gill 1359998[pirl|T42684 hypothetical protein DKFZp434F2322.1 (fragment) [Homo sapiens] (SEQ ID 
NO:72) 

2) gill4776441|ref)XP 045783.11 hypothetical protein DKFZp434F2322 [Homo sapiens] (SEQ ID NO:73) 

3) gil936888He mblCAB99089. 1 1 (AL390147) hypothetical protein [Homo sapiens] (SEQ ID NO:74) 

4) gill3385516lref1NP 085042. H hypothetical protein MGC7673 [Mus musculus] (SEQ ID NO:75) 

5) gil7504833|pir1lT23035 hypothetical protein H03A1 1 . 1 [Caenorhabditis elegans] (SEQ ID NO:76) 



10 20 30 40 50 

NOV 2 MP GLRRDRIiIjTLIiIiIjGALLS ADLYFHLWPQVQRQI<RPHERPRGCP CTGRA 

11359998 | 

14776441) 

936888lj 

13385516| - - 

7504833 | MRCNIKRLFTIiAIGVFAATLVIISFSKDNYEREWKQGPQSN- -EAR- 
SO 70 80 90 100 

....|....|....i;..:-i v ;-.i v ..|....|.-..i-...|....i 

NOV 2 SSLARDSAAAASDPGTXVHNFSRTEPRTEPAGGSHSGSSSKIiQAIiFAHPL 

11359998| 

14776441] 

9368881) 

13385516| 



gi 
gi 
gi 
gi 



gi 
gi 
gi 
gi 
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13385516| 
7504833 | 
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gi|H359998 
gijl4776441 



-AVGHQSPDLFPVGQNSLPHQPIPPSLGERDLSDPFNFLFSSNK 



110 



120 



140 



150 



130 

.•..|....|..-.|....|....|....|....|....|....|....| 
YNVPEEPPLLGAEDSLZASQBALRYYIUWCVARWNRRHKMYREQMNLTSIiD 



ITLRKLYDLTKNVDFDQLRQNECKKNITLSKFWEK- 



-SEQR- 



-N 



ISO 170 180 190 200 

....|....|....|....|...-|....|....|....|....|....| 
PPLQLRLEASWVQFHLGINRHGLYSRSSPWSKLLQDMRHFPTISADYSQ 



- - VPE- -DDNWERFYSNIGSCSVYSDDQMIDN- 



210 220 230 

....|....|....|....|....|....|. 
DEKALLG ACDCTQIVKP S GVHUCLVIiRF SD FG; 
- EKALLGACDCTQrVKPSGVHLKI»VI*RFSDF 



240 



250 



-FLSDKPFLFLSCF 




LIJroLNTSPIKHVHIMDGGTQVKFVFTFKNDKQAy^^^^jFC^jYQSDpS 



260 




300 
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gi 
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ijJgGPVEjQS. 
[iffi GPVBOSAP 

gpWc|! 



)LD' 




550 



D ^S^VEglDLATEHRASTER 

;RgVA^L2AEyNNPDVSB^E@I^EEi 



QSEEHQD 



NOV 2 

gi 
gi 
gi 
gi 
gi 



11359998 | 

14776441) 

9368881| 

13385516 | 

7504833 1 KKDDKKTV 



The above defined information for NOV2 suggests that the NOV2 protein may 
function as a member of a family of novel secreted proteins related to angiogenesis. 
Therefore, the NOV2 nucleic acids and proteins of the invention are useful in potential 
5 therapeutic applications implicated in various diseases and disorders described below and/or 
other pathologies. For example, the NOV2 compositions of the present invention will have 
efficacy for treatment of patients suffering from abnormal angiogenesis, such as cancer and 
more specifically, aggressive, metastatic cancer, including tumors of the lungs, kidneys, brain, 
liver and breasts. The NOV2 nucleic acid encoding secreted proteins related to angiogenesis, 
10 and the secreted proteins related to angiogenesis of the invention, or fragments thereof may 

further be useful in diagnostic applications, wherein the presence or amount of the nucleic acid 
or the protein are to be assessed. 

NOV3 

A disclosed NOV3 nucleic acid of 1869 nucleotides (also referred to as 
15 SC124141642 A) encoding a novel leucine rich-like protein is shown in Table 3A. An open 
reading frame was identified beginning with a ATG initiation codon at nucleotides 17-19 and 
ending with a TGA codon at nucleotides 1841-1843. Putative untranslated regions upstream 
from the initiation codon and downstream from the termination codon are underlined in Table 
3 A. The start and stop codons are in bold letters. 

20 m 

Table 3A. NOV3 Nucleotide Sequence (SEQ ID NO:5) 

CTCCCCGCCCGCCCGCATGTGCGCfiGGAGGAT^ 

GOSTCCTGAGCCTGCCCCTGCTCCTGCTGCCCGC^ 

GTGCAGACCOGCGCGGTGGCCTGCAaSOSCOT 

GGAGCTCAGCCGCAACCGCATCCX3CTGCCTG 

GCGAGAACGCCATCGCGCACGTGGAGCCCGGCGCCTTCG^ 

CAGCTGAAGCTCATCCCGCCCGGGGTCTTCAra 
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AATCCTGCTGGACTACACTTTCCAGGACCTCC^ 

CGCGCCGC^CCTTCGCGGGGCTGCTGGCX^CTGGAGGAGCnXl^ 

TCGCTGGGCCATCTG(X3C^GCCTGGGCGCCCrcCGGCTGC 

CAGGCTGCCCGGGCTGCTGCACCTGGAGATTGACAACrGG CCG CTGCTGG AGGAGGTGGCGGCGGGCAGCCTGCGGGG CC 
TGAACCTGACCTCGCTCTCGGTCACCCAC^CCAACATCACCGCCGTGC 

GCACCTGGCCGGGGCCCTGCTGGCTGTGGTGGAGCCXSC^GGCCTTCCrcGG^ 

CCAACAACCTG CTCTCCACGTTGGAGGAGAGCACCTTCCACTCGGTGAACACXSCTAGAGA CGTGGACGGGAAC 

CCX3CTGGCCTGCGACTGTCGCCTGCTGTGGATCGTGCAGCX5TCGCAAGACCCT 

CGCCACCCCGGCCGAGGTGCGCGGCGACGCGCTGC 

AACCCAAGATCCGGGAGCGGCGGCTGCAGCGCGTCACGGCCACCGCGGGCGAAGACGTCCGCT^ 
GGCGAGCCGGCGCCCACCGTGGCCTGGGTGACCCCCCAGCACCGGCC^ 

GCTCCCCGGGGGGACG CTGGAGATCCAGGACG CGCGGCCGCAGGACAGCGGCACCTACACGTGCGTGGCCAGCAACGCGG 
GCGGCAACGACACCTACITCGCCACGCIX^CCX3TGCGCCCCGAGCCGGCCGCCAA 
GAGACGOTGGOSGCCCTGCGCGCGCCGCTCGACCTCACC^CCATCCTGGTGTCC^ 
GGGCGTGGTCCTCTTCTGCITCGTGCTGCTGTTCGTGTGGAGCCG 

AGTACTCCTTCCGCAAGGTGGATGGGCCGGCCG CCGCGGCGGG CCAGGGAGGCX5 CGCGCAAGTTCAACATGAAGATGATC 
TGAGGGGTCCCCAGGGCGGA 



The disclosed NOV3 nucleic acid sequence maps to chromosome 19 and has 917 of 
1521 bases (60%) identical to an insulin-like growth factor binding nxRNA from Papio 
(GENB ANK-ID : S83462) (E = 2.8e -42 ). 

A disclosed NOV3 protein (SEQ ID NO:6) encoded by SEQ ID NO:5 has 60S amino 
acid residues, and is presented using the one-letter code in Table 3B. Signal P, Psort and/or 
Hydropathy results predict that NOV3 contains a signal peptide, and is likely to be localized to 
the plasma membrane with a certainty of 0.4600. The most likely cleavage site for a NOV3 
peptide is between amino acids 40 and 41, at: AGG-CP. 



Table 3B. Encoded NOV3 protein sequence (SEQ ID NO:6). 

MCAGGWWRGPRPTIJITMTCWLCVIjSLPL 

RLLELSRNRI RCLNPGDIxAAIjPALEEIjDLSE^AIAHV^ p PGVFTRLDNL 

TLIiDLSENKLVILI^YTFQDIiHSIJUUj^ 

galrlrhlaiasledqnfrrlpgllhleidnwpl 

TCLNLSHNP I S TVPRGS FRDLVRLRELHIiAGALIjAVVE PQAFLGLRQ I RLIiNLSNNIjLSTLEESTPHSVNTL 
ETLRVDGNPLACDCTUjLWIVQRRKTLNFDGRLPAC^ 

VTATAGED WFLCRAEGEPAPTVAWVTPQHRPVTATSAGRARVLPGGTIoE I QDARPQDSGT YTCVASNAGGN 
DTYFATLTVRPEPAANRTPGEAHNETLAALRAPLDLTTI LVSTAMGCI TFIiGWLFCFVLLFVWSRGRGQHK 
NNFSVEYSFRKVDGPAAAAGQGGARKFNMKMI 



The NOV3 amino acid sequence has 334 of 614 amino acid residues (54%) identical 
to, and 430 of 614 amino acid residues (70%) similar to, the Macacafascicularis 614 amino 
acid residue hypothetical 69.2 JcDA protein (ACC:BAB03557) (E = 1.5e~ 166 ). The global 
sequence homology is 62.396% amino acid homology and 54.576% amino acid identity. 

NOV3 is expressed in at least the following tissues: Brain, anaplastic 
oligodendroglioma, and Colon, hi addition, the NOV3 sequence is predicted to be expressed in 
the Liver because of the expression pattern of a closely related Papio insulin-like growth 
factor binding protein-3 complex acid-labile subunit homolog (GENBANK-ID: S83462). 

NOV3 also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 3C. 
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Table 3C. BLAST results for NOV3 


Gene Index/ 
Identifier 


Protein/ 
Organism 


Length 
(aa) 


Identity 
(%> 


Positives 
(%) 


Expect 


gi 1 123 0963 0 I embiCAC 


DA4 38B23.1 

(neuronal 
leucine-rich 
repeat 
protein) 

[Homo 
sapiens] 


606 


339/603 
(56%) 


439/603 
(72%) 


0 . 0 


22713. l| (AL353746) 


gi 1 15301270 |ref|XP 


hypothetical 
protein 
XP_053144 
[Homo 
sapiens] 


614 


333/621 
(53%) 


427/621 
(68%) 


le-169 


053144. 1| 


gi| 9651089 |dbi | BABO 


hypothetical 
protein 
[Macaca 
f ascicularis] 


614 


332/621 
(53%) 


427/621 
(68%) 


le-168 


3557. l| (AB046639) 


gi| 12832048 |dbi |BAB 


putative [Mus 
musculus] 


614 


332/621 
(53%) 


425/621 
(67%) 


le-168 


32403 . 1 | (AK027262) 


gi 1 14754729 Iref |XP 


hypothetical 

protein 

FLJ14594 

[Homo 

sapiens] 


315 


159/314 
(50%) 


211/314 
(66%) 


5e-75 


047947. 1| 





The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 3D. 

Table 3D. ClustalW Analysis of NOV3 

1) NOV2 (SEQ ID NO:4) 

2 ) gill2309630iemblCAC22713.lKAT^5374QhA^RTt7^ 1 (neuronal leucine-rich repeat protein) [Homo 
sapiens] (SEQ ID NO:76) 

2 ) giU5301270)reflXP 053144.11 hypothetical protein XP J)53 144 [Homo sapiens] (SEQ ID NO:77) 

3 ) eil965 1 089| dbi IB AB03557. 1 1 (AB046639) hypothetical protein [Macaca fascicularis] (SEQ ID N078) 

4) gil 1 2832048ldbi | BAB32403 . 1 1 (AK027262) putative [Mus musculus] 
(SEQIDNO:79) 

5) gill4754729iref]XP 047947.1) hypothetical protein FLJ14594 [Homo sapiens] (SEQ ID NO:80) 
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enkivi lld ymfqdlRnlkslevgdndlvyi shraf s glSs LEQLTLEKC 
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Tables 3E-3G list the domain description from DOMAIN analysis results against 
NOV3. This indicates that the NOV3 sequence has properties similar to those of other 
proteins known to contain these domains. 



Table 3E Domain Analysis of NOV3 

gnl 1 Smart ) smart 004 09 , IG, Immunoglobulin (SEQ ID NO: 81) 
Length » 86 residues, 97.7% aligned 
Score =71.2 bits (173), Expect = 2e-13 



NOV3 431 QR VTAT AGED VRFLCRAEG E PAPTVAWVT PQHR P VTATS AGRARVL PG - GTLEI QDARPQ 489 

^ _ II III I I I I III I + + + | 1(1+ 1+ 

Smart00409 2 PSVTVKEGESVTIiSCE^GNPPPTVTWYKQGGKIiIAESGRFSVSRSGGNSTLT 61 

NOV3 490 DSGTYTCVASNAGGNDTYFATLTV 513 

mini i+ + 1 1 1 1 

Smart 004 09 62 DSGTYTCAATNSSGSASSGTTLTV 85 



Table 3F Domain Analysis of NOV3 

gnl I Smart I smart00408 . IGc2 f Immunoglobulin C-2 Type (SEQ ID NO: 82) 
Length = 63 residues, 96.8% aligned 
Score - 57.8 bits (138), Expect - 2e-09 



NOV3 438 GEDVRFriCRAEGEPAPTVAWVTPQHRPVTATSAGRARVLPGGTIiEIQDARPQDSGTYTCV 497 

III I I l+l I + 1+ I | If |++ +||| | | | | 

Smart 004 08 3 GESVTLTCPASGDPVPNI TWLKDGKP LPESRWASGSTLTIKNVSLEDSGLYTCV 57 

NOV3 498 ASNAGG 5 03 

I 1+ I 

Smart00408 58 ARNSVG 63 
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Table 3G Domain Analysis of NOV3 

gnl |Pfa m|pfam00047 . ig, Immunoglobulin domain. Members of the 
immunoglobulin superfamily are found in hundreds of proteins of 
different functions. Examples include antibodies, the giant muscle 
kinase titin and receptor tyrosine kinases. Immunoglobulin- like 
domains may be involved in protein-protein and protein- ligand 
interactions. The Pfam alignments do not include the first and last 
strand of the immunoglobulin- like domain. (SEQ ID NO: 83) 
Length = 68 residues, 100.0% aligned 
Score =43.5 bits (101), Expect = 3e-05 



NOV3 438 GEDVRFLCRAEG- EPAPTVAWVTPQHRPVTATSAGRARVLPGG TLB I ODARPO 489 

»* " ' ' ' 1 111 l+ l+ + 'I + l II* 

Pfam00047 1 GESVTLTCSVSGYPPDPT\mJI^GKEIEl*LGSSE-SRVSSGGRFSISSLSLTISSW 59 

NOV3 4 90 DSGTYTCVA 498 

Illlllll 
Pfam00047 60 DSGTYTCW 68 



Leucine rich-like proteins generally comprise leucine-rich repeats (LRRs), relatively 
short motifs (22-28 residues in length) found in a variety of cytoplasmic, membrane and 
extracellular proteins. Although theses proteins are associated with widely different functions, 
a common property involves protein-protein interaction. Although little is known about the 3- 
D structure of LRRs, it is believed that they can form amphipathic structures with hydrophilic 
surfaces capable of acting with membranes. In vitro studies of a synthetic LRR from 
Drosophila Toll protein have indicated that the peptides formm gels by adopting beta-sheet 
structures that form extended filaments. These results are consistent with the idea that LRRs 
mediate protein-protein interactions and cellular adhesion. Other functions of LRR-containing 
proteins include, for example, binding to enzymes and vascular repair. The 3-D structure of 
ribonuclease inhibitor, a protein containing 15 LRRs, hasd been determined, revealing LRRs 
to be a new class of alpha/beta fold. LRRs form elongated non globular structures and are 
often flanked by cysteine-rich domains. 

Leucine-rich-Uke proteins have been shown to be involved in protein-protein 
interactions that result in protein complexes, receptor ligand binding or cell adhesion. Leucine 
rich-like proteins have been shown to be useful in potential therapeutic applications implicated 
in lymphatic diseases, skin and connective tissue diseases, diabetes and kidney diseases, 
cancers, tumors and brain disorders, disorders that can be addressed by controlling and 
directing cell migration, Alzheimer's disease, stroke, tuberous sclerosis, hyperalcemia, 
Parkinson's disease, Huntington's disease, cerebral palsy, epilepsy, Lesch-Nyhan syndrome, 
multiple sclerosis, ataxia telangiaectasia, leukodystrophies, behavioral disorders, addition, 
anxiety, pain, neuroprotection, inflammatory bowel disease, diverticular disease and Crohn's 
disease. These proteins and nucleic acids are further useful jn the generation of antibodies for 
use in therapeutic or diagnostic methods. 
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The above defined information for NOV3 suggests that this leucine-rich protein may 
function as a member of a leucine-rich protein family. Therefore, the NOV3 nucleic acids and 
proteins of the invention are useful in potential therapeutic and diagnostic applications. For 
example, a cDNA encoding the NOV3 protein may be useful in gene therapy, and the NOV3 
5 protein may be useful when administered to a subject in need thereof. By way of nonlimiting 
example, the compositions of the present invention will have efficacy for treatment of patients 
suffering from Lymphatic Diseases, Skin and Connective Tissue Diseases, Diabetes and 
Kidney Disease, Cancers, tumors, and Brain Disorders, disorders that can be addressed by 
controlling and directing cell migration, Alzheimer's disease, Stroke, Tuberous sclerosis, 

10 hypercalcemia, Parkinson's disease, Huntington's disease, Cerebral palsy, Epilepsy,Lesch- 
Nyhan syndrome, Multiple sclerosis, Ataxia-telangiectasia, Leukodystrophies, Behavioral 
disorders, Addiction, Anxiety, Pain, Neuroprotection, Inflammatory bowel disease, 
Diverticular disease, and Crohn's Disease. The NOV3 nucleic acid encoding leucine-rich 
protein, and the leucine-rich protein of the invention, or fragments thereof, may further be 

1 5 useful in diagnostic applications, wherein the presence or amount of the nucleic acid or the 
protein are to be assessed. . 

NOV4 

A disclosed NOV4 nucleic acid of 1049 nucleotides (designated CuraGen Acc. No. 
GMba39917__A) encoding a novel cathepsin-L precursor-like protein is shown in Table 4 A, 
20 An open reading frame was identified beginning with an ATG initiation codon at nucleotides 
37-39 and ending with a TGA codon at nucleotides 1036-1038. Putative untranslated regions 
upstream from the initiation codon and downstream from the termination codon re underlined 
in Table 4A, and the start and stop codons are in bold letters. 



Table 4A. NOV4 Nucleotide Sequence (SEQ ID NO:7) 

ATCCTCATTTCTTTTCCCTTCCTAGATTTTT 

TGGGAATTGCCTCAGCTGCTCTAACACGTGAC 

GCACAAGAGATTATATGGCATGAATGGAGAkGGAT 

ATTGAGCAGCACAATCAGGAATACAGCCAAGGGAAACACAGC 

ACATGGTAAGTGAAGAATTOVGGCAGGTGATGAATGGTTTTCAATACG^ 

GTTCCAGGAACGCCTGCTTCCTGAGATCCCCACAT^ 

GTGAAGGAT(^GGGTCAGTGTGGCTCTTGTTGGGCTT 

TTTGGAAAACAGGCAAACTTATCTCACTGAATGA 

TGAAGGCTGCAATGGTGGCTTGATGAACTATCATTTTGAATTTGTO 

GAGACCTCATATCCTCTTGAAAGTAAGGTTAAAACCTC 

ACACTGGTTTTGTGGACATCCCTTCACGGGAG 

CTCTGTTGCTGTTGGTGCAAGCCATGTCrTCTTCCAGTTCTATAA 

TGTGACCCTOAAGGCCTGGATCATGCTATGCTGGTG 

ACAATAAATATTGGCTGGTGAAGAACAGCTGGGGTAAAAACTG 

CAAAGACCGGAGGAACAACTGTGGAATTGCCACAGC^ 

25 ^ " ~ "~~ " ' ~ ^ " "~ ~ " — — — 
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The nucleic acid sequence of NOV4, localized on chromosome 10, has 876 of 1022 
bases (85%) identical to a Homo sapiens Cathepsin-L Precursor mRNA (GENBANK-ID: 
HSCATHL) (E = 2.6e- 164 ). 

A NOV4 polypeptide (SEQ ID NO:8) encoded by SEQ ID NO:7 is 333 amino acid 
residues and is presented using the one letter code in Table 4B. Signal P, Psort and/or 
Hydropathy results predict that NOV4 contains signal peptide and is likely to be localized at 
the plasma membrane with a certainty of 0.8200. The most likely cleavage site for a NOV4 
peptide is between amino acids 17 and 18, at: ASA-AL. 



Table 4B. NOV4 protein sequence (SEQ ID NO:8) 

MNPSLLLAAFCLGIASAAIjTRDHSIJDAQWT 

QGKHSFTMAMNAFGDKVSEEFRQVMNGPQYQKHRKGKQFQERLLPEIPTSVDWREKGYMTPVKDQGQ 
CGSCWAFSATGALEGQMFWKTGKLISLNEIjNLVDCSGPQGNEGCNGGIjMNYHFEFVQDHSGQESETS 
yPLESKVKTCRYNPKySAANDTGFVDIPSREKDLAKAVATVGPISVAVGASHVFFQFYKKGIYFEPR 
CDPEGLDHA^WGYSYEGADSDNMKYWIiVKNSWGKNWGMDGYIKMAKDRRNNCGIATAASYPTV 

The NOV4 amino acid sequence has 256 of 33 amino acid residues (76%) identical to, 
and 288 of 333 residues (86%) positive with, the Homo sapiens 333 amino acid residue 
Cathepsin-L Precursor protein (P0771 1) (E = 2.1e-144). The global sequence homology is 
80.781% amino acid homology and 76.877% amino acid identity. 

NOV4 is expressed in at least the following tissues: Musculoskeletal System, Bone, 
Female Reproductive System, Placenta, Endocrine System, Adrenal Gland/Suprarenal gland, 
Respiratory System, Lung, Hematopoietic and Lymphatic System, Hematopoietic Tissues, 
Lymphoid tissue, Spleen, Gastro-intestinal/Digestive System, Liver, Whole Organism, 
Cardiovascular System, Adipose, Nervous System, Brain, Male Reproductive System, Testis. 
In addition, NOV4 is predicted to be expressed in the following tissues because of the 
expression pattern of a closely related Sus scrofa cathepsin L precursor homolog 
(GENBANK-ID: PIGPCL): Musculoskeletal System, Bone, Female Reproductive System, 
Placenta, Endocrine System, Adrenal Gland/Suprarenal gland, Respiratory System, Lung, 
Hematopoietic and Lymphatic System, Hematopoietic Tissues, Lymphoid tissue, Spleen, 
Gastro-intestinal/Digestive System, Liver, Whole Organism, Cardiovascular System, Adipose, 
Nervous System, Brain, Male Reproductive System and Testis. 

NOV4 also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 4C. 



37 



WO 02/29058 



PCT/US01/31248 



Table 4C, BLAST results for NOV4 



Gene Index/ 
Identifier 



Protein/ Organism 



Length 
(aa) 



Identity 
(%) 



Positives 
(%) 



Expect 



gi 1 15214962 IgblAAHl 
2612,1 | AAH12612 
(BC012612) 



Similar to 
cathepsin L 
sapiens] 



333 



[Homo 



257/333 
(77%) 



288/333 
(86%) 



le-153 



gi 1 4503155 [ref |NP 0 
01903 .1 | 



cathepsin L 
sapiens] 



[Homo 



333 



256/333 
(76%) 



288/333 
(85%) 



le-152 



, gi 1 11493685 |qb| AAG3 
5605.11AF201700 1 

(AF201700) 

gi | 5822035 1 pdb 1 1CS8 



cysteine protease 
[Cercopithecus 
aethiops] 



333 



252/333 
(75%) 



285/333 
(84%) 



le-150 



Chain A, Crystal 
Structure Of 
Procathepsin L 



316 



239/316 
(75%) 



270/316 
(84%) 



le-140 



gi 1 10185020 | emb | CAC 
08809.11 (AJ279008) 



cathepsin L 
f amiliaris] 



[Canis 



333 



243/334 
(72%) 



276/334 
(81%) 



le-140 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 4D. 

Table 4D ClustalW Analysis of NOV4 

1) NOV4 (SEQ ID NO:8) 

2) gill5214962lgb|AAH12612.1|AAH12612 (BC012612) Similar to cathepsin L [Homo sapiens] (SEQ ID 
NO:84) 

3) gil450315Slref1NP 001903.1[ cathepsin L [Homo sapiens] (SEQ ID NO:85) 

4) gilll493685|gblAAG35605.11AF201700 1 (AF201700) cysteine protease [Cercopithecus aethiops] (SEQ ID 
NO:86) 

5) gi|5822035|pdbllCS8[A Chain A, Crystal Structure Of Procathepsin L (SEQ ID NO:87) 

6) gill0185020lemblCAC0S809.11 (AJ279008) cathepsin L [Canis familiaris] (SEQ ID NO:88) 



NOV 4 



gi 
gi 
gi 
gi 



15214962 | 
4503155) 
11493685 | 
5822035) 
10185020! 



NOV 4 



gi 
gi 
gi 
gi 
gi 



15214962 | 

4503155) 

11493685) 

5822035) 

10185020| 



NOV 4 

gi | 15214962 
gi (4503155 | 
gi | 11493685 
gi | 5822035 | 
gi (10185020 



NOV 4 

gi | 15214962 | 




110 



120 



130 



I 



140 



150 
-•I 



RKGKgFQEgLjgSgP^SVDWREKG^jTPVKgQGQCGSK'JAFSATGALEGQ 

rkgkvfqeplfyeaprsvdwrekgyvtpvknqgqcgsswapsatgalegq 
rkgkvfqeplfyeaprsvdwrekgyvtpvknqgqcgsgwafsatgalegq 
rkgkvfqeplfyeaprstowrekgrvtpvknqgqcgsswafsatgalegq 
rkgkvfqeplfyeaprsvdwrekgyvtpvknqgqcgs&jafsatgalegq 
^gkJ^qeplfSeHpSsvdwrekgyvtpvknqgqcgsB^afsatgalegq 



160 



170 



180 

. . I . . 



190 



200 

I 

r 



SFjEKTGjgLISLgEj^LVI^ 

ifrktgSlislseqnlvdcsgpqgnegcngglmdyafqyvqdnggldsee 
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NOV 4 

gi 
gi 
gi 
gi 
gi 



15214962 ( 
4503155 | 
11493685) 
5822035) 
10185020) 




210 



220 



230 
..I.. 



240 
. . I . . 



250 



YNPKYSgANDTGFVDIPggEKgjLgKAVATVGPISV. 

teesckynpkysvandtgfvdipkqekai.mkavatvgpisvai 
teesckynpkysva3sidtgfvdipkqekalmkavatvgpisvai 
teesckynpgysvandtgfvdipkqekalmkavatvgpisvai 
teesckynpkysvandSgfvdipkqekalmkavatvgpisvai 

^Ego^Y^[^s5^^TGFVD3pg^;EKAIi^gCAVATgGPI SVAI 



260 



NOV 4 



gi 
gi 
gi 
gi 
gi 



15214962 | 
4503155) 
11493685) 
5822035 | 
10185020 1 



270 



280 




310 



NOV 4 



gi 
gi 
gi 
gi 
gi 



15214962 I 
4503155) 
11493685 | 
5822035) 
10185020 I 



320 



330 




Tables 4E and 4F list the domain description from DOMAIN analysis results against 
NOV4. This indicates that the NOV4 sequence has properties similar to those of other 
proteins known to contain these domains. 



Table 4E. Domain Analysis of NOV4 

gnl |Pfam|pfam00ll2 , Peptidase_Cl, Papain family cysteine protease (SEQ 
ID NO:89) 

Length = 220 residues, 100.0% aligned 
Score = 266 bits (680), Expect = le-72 



NOV4 


114 


Pfam00112 


1 


NOV4 


172 


Pfam00112 


61 


NOV4 


229 


Pfam00112 


118 


NOV4 


288 


Pfam00112 


177 



I PTSVDWREKG-YOTPVKDQGQ^SCWAFSAT 

+i i iii+ii +iiiiiiiiiimiin iiiii* iii ii+ii+i iiini 

I>PES FDWRDKGGA VTP VKDQGQCGS CWAFSAVGAIiEGRY CI KTGGKLVSLSEQQLVDCSG 

PQG^GCNGGLMNYHFEFVQDHSGQESETSYPIiESK-VKTCRYNPKYS - -AANDTGFVDI 

I llllll + II++ I +1+ II I 11+ I | I I |+ |+ 

D - -NNGCNGGLPDNAFEYI I KG - GLPTESDYP YTGKDGGTCKKNCKNSKNYAKI KGYGDV 



171 



60 



228 



117 



287 



P S R - E KD LAKAVATVG P I S VAVG AS HVFFQFYKKG I YFE P RCD PEGLDHAMLWGYS YEG 

I 1+ I l + M 11+111+ I II II III II llll + l+lll + 

P YNDEEALQAAIiATNGPVS VAI DAYEDDFQIjYKSG I YKHTECGGENLDHAVLI VGYGTD - 176 



AD SDNNKYWLVKNS WG KNWGMDG Y I KMAKDRRNNCG IATAAS YPT 

ll+llllll +11 +11 ++I+ I 1111+ ID) 
-GDGGKPYWIVKNSWGTDWGENGYFRIARGGNNECX3IASEASYPI 



332 



220 
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Table 4F. Domain Analysis of NOV4 

gnl | Smart | smart 00645 , Pept_Cl , Papain family cysteine protease (SEQ ID 
NO: 90) 

Length = 218 residues, 100.0% aligned 
Score = 251 bits (640) , Expect = 6e-68 



NOV4 114 IPTSVDWREKGYMTPVKDQGQCGSCWAFSATGALEGQMFWKTG-KLISIjNELNLVDCSGP 172 

+ 1 I lll + ll +11111111111111111111111+ III ll+ll+l llllll 

Smart0645 1 LPES FDWRKKGAVTPVKDQGQCGSCWAFSATGAIiEGRYCI KTGGKLVS LS EQQLVDCSGG 60 

N0V4 173 Q<3NEGCNGGLMNYHFEFVQDHSGQESETSYPLESK-VKTCRYNPKYSAA NDTGFVDI 228 

II llllll + II+++ + I +1+ II I I I I I I 1 + 

Smart 0645 61 - GNNGCNGGLPDNAFEYIKKNGGLGTESCYPYTGKDGGPCPYTPKCSKKCVSGIKGYDVP 119 

NOV4 229 PSREKDLAKAVATVGPISVAVGASHVFFQFYKKGIYFEPRCDPEGIiDHAMIjVVGYSYEGA 288 

+ i+ 1 +in iM)i+ ii inn iii i i i+n+i+m i 

Smart 0645 120 YNDEEILKEAVANGGPVSVAIDASD- - FQFYKSGI YDHPGCGSGIiLNHAVLIVGY GT 174 

N0V4 289 DSDNNKYWLVKNSWGKNWGMDGYIKMAKDRRNNCGI - ATAASYP 331 

+ ii+iiiiii +n +ii i ii! i+ mi 

Smart 064 5 175 S ENGKDYWI VKNSWGTDWGENGYFR I ARGVNNECG I EASVAS YP 218 

Cathepsins are lysosomal proteases that are distributed in many normal tissues and are 
primarily responsible for intracellular catabolism and turnover. Studies suggest that cathepsin- 
5 L may have some roles in terminal differentiation (PMID: 10699763, UI 201641 86). 

Cathepsin-L, a lysosomal cysteine proteinase belongs to the papain family. This proteinase is 
different from other members of the mammalian papain family cysteine proteinase in the 
following ways: (i) the cathepsin-L gene is activated by a variety of growth factors and 
activated oncogenes, (ii) procathepsin-L 5 a precursor form of cathepsin L is secreted from 

10 various cells, (iii) the mRNA level of cathepsin-L is related to the in vivo metastatic protential 
of the transformed cells. Thus, the regulation of the cathepsin-L gene and the extracellular 
functions of secreted procathepsin-L are tightly coupled. (PMID: 9524064, UL98182239). 

Studies also suggest that cathepsin-L may have some roles in the terminal 
differentiation (PMID; 10699763, UI: 20164186). The increased level of cathepsins in tumors 

1 5 together with their ability to degrade extracellular matrix protein has led to the hypothesis that 
they are involved in the process of invasion and metastasis. In 8 cases of 
dermatofibrosarcoma protuberans (DFS), five cases of atypical fibroxanthoma (AFX) and 
twenty cases of dermatofibroma (DF). Expression of cathepsins B and pro-D could be detected 
in 5 of the 8 cases (62.5%) of DFS, whereas cathepsin pro-L was found in 4 (50%) cases. All 

20 AFX expressed cathepsin pro-L, whereas cathepsins B and pro-D were observed in 4 out of 5 
cases. None of the malignant tumors showed a recurrence or metastasis after a period of four 
years. No expression of cathepsins in DF was found. In the epidermis and appendages, an 
expression of cathepsins pro-D, pro-L and B was seen. Cathepsins may be markers of 
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increased metabolism rather than specific markers of malignancy (PMID: 9649659, UI: 
99075963). 

The above defined information for NOV4 suggests that this NOV4 protein may 
function as a member of a cathepsin-L precursor-like protein family. Therefore, the NOV4 
nucleic acids and proteins of the invention are useful in potential therapeutic applications 
implicated in various diseases and disorders described below and/or other pathologies. For 
example, the NOV4 compositions of the present invention will have efficacy for treatment of 
patients suffering from growth of soft tissue sarcomas; cathepsin L is induced in tumors by 
malignant transformation, growth factors, and tumor promoters suggesting they play an 
important role in tumor invasion and metastasis. Additionally, cathepsin L may be involved in 
bone resorption implicating possible roles in bone diseases such as osteoporosis, or bone 
cancers. Additional disorders include Cardiomyopathy, Atherosclerosis, Hypertension, 
Congenital heart defects, Aortic stenosis, Atrial septal defect (ASD), Atrioventricular (A-V) 
canal defect, Ductus arteriosus, Pulmonary stenosis, Subaortic stenosis, Ventricular septal 
defect (VSD), valve diseases, Tuberous sclerosis, Scleroderma, Transplantation, 
Adrenoleukodystrophy, Congenital Adrenal Hyperplasia, Diabetes, Von Hippel-Lindau (VHL) 
syndrome, Pancreatitis, Endometriosis, Fertility, Inflammatory bowel disease, Diverticular 
disease, Hirschsprung's disease, Crohn's Disease, Hemophilia, hypercoagulation, Idiopathic 
thrombocytopenic purpura, immunodeficiencies, Osteoporosis, Hypercalcemia, Arthritis, 
Ankylosing spondylitis, Scoliosis, Endocrine dysfunctions, Diabetes, Growth and reproductive 
disorders, Psoriasis, Actinic keratosis, Acne, Hair growth, allopecia, pigmentation disorders, 
endocrine disorders. The NOV4 nucleic acid encoding cathepsin-L precursor-like protein, and 
the cathepsin-L precursor-like protein of the invention, or fragments thereof, may further be 
useful in diagnostic applications, wherein the presence or amount of the nucleic acid or the 
protein are to be assessed. 

NOV5 

A disclosed NOV5 nucleic acid of 491 nucleotides (also referred to as GMba381 18_A) 
encoding a novel fatty acid-binding protein-like protein is shown in Table 5 A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 10-12 and 
ending with a TAA codon at nucleotides 462-464. Putative untranslated regions upstream from 
the initiation codon and downstream from the termination codon are underlined in Table 5 A, 
and the start and stop codons are in bold letters. 

Table 5A. NOV5 Nucleotide Sequence (SEQ ID NO:9) 

^TGCTGCCATGCCGACGTAGACCCTGCTCTGCACGCCAGCCCGCCCGCACCCACCATGGC(^ 
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CAGTTCAGCAGCTGGAAGGAAGATGGCGCCTGCTGGACAGCAAAGGCTTTGATG^TACATGA 
AGGAGCTAGGAGTGGGAATAGCTTTGCAAAAAATGGGCGCAATGGCCAAGCCAGATTGTATCA 
TCACTTGTGATGGCAGAAACCTCACCACAAAAACCGAGAGCACTTTGAAAACAACACAGTTTT 
CTTGTACCCTGGGAGATGAGTTTGAAGAAACCACAGCTGATGGCAGAAAAACACAGACTGTCT 
GCAACTTTACAGATGGTGCATTGGTTCAGCATCAGGAGTGGGATGGGAAGGAAAGCACAATAA 
CAAGAAAATTGAAAGATGGGAAATTAGTGGTGGAGTGTGTCATGAACAATGTCACCTGTACTC 
GGATCTATGAAAAAGTAGAATAAAAATTCCATCATCACTTTGGACAGGAG 

The NOV5 nucleic acid was identified on chromosome 13 and has 458 of 480 bases 
(97%) identical to a Homo sapiens Fatty Acid-Binding Protein mRNA (GENBANK-ID: 
HUMFABPHA) (E = 1.9e 97 ) 

A disclosed NOV5 polypeptide (SEQ ID NO:10) encoded by SEQ ID NO:9 is 135 
amino acid residues and is presented using the one-letter code in Table 5B. Signal P, Psort 
and/or Hydropathy results predict that NOV5 does not have a signal peptide and is likely to be 
localized in the cytoplasm with a certainty of 0.6500. 



Table 5B. Encoded NOV5 protein sequence (SEQ ID NO:10) 

MATVQQLEGRWRLLDSKGFDEYMKELGV 

FEETTADGRKTQTVCNFTPGALVQHQET^ 

The NOV5 amino acid sequence has 129 of 135 amino acid residues (95%) identical 
to, and 134 of 135 residues (99%) similar to, the Homo sapiens 135 amino acid residue Fatty 
Acid-Binding protein Q01469 (E = 6.1G 67 ). The global sequence homology is 97.037% amino 
acid similarity and 95,556% amino acid identity. 

v. 

NOV5 is expressed in at least the following tissues: Sensory System. Skin, Nervous 
SystemuBrain, Male Reproductive System.Testis, Respiratory System.Lung, Larynx, Female 
Reproductive System, .Placenta, Whole Organism, Cardiovascular System.Heart, Endocrine 
System.Parathyroid Gland, Hematopoietic and Lymphatic System, Hematopoietic Tissues, 
Liver, Tonsils, Gastro-intestinal/Digestive SystemXarge Intestine, Colon, Stomach, 
Oesophagus, Urinary System.Kidney. In addition, the NOV5 is predicted to be expressed in 
the following tissues because of the expression pattern of a closely related Mus musculus Fatty 
Acid-Binding Protein homolog (GENBANK-ID: ACC:Q05816): Sensory System.Skin, 
Nervous System.Brain, Male Reproductive System.Testis, Respiratory SystemXung, Larynx, 
Female Reproductive System, .Placenta, Whole Organism, Cardiovascular System.Heart, 
Endocrine System.Parathyroid Gland, Hematopoietic and Lymphatic System, Hematopoietic 
Tissues, Liver, Tonsils, Gastro-intestinal/Digestive SystemXarge Intestine, Colon, Stomach, 
Oesophagus, Urinary System and Kidney. 

NOV5 also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 5C. 
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Table 5C. BLAST results for NOV5 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
<%) 


Positives 
(%) 


Expect 


gx | UbbiDDj | ret | XP 
015760. l| 


similar to 
GASTRIN/ CHOLECYST 
OKININ TYPE B 
RECEPTOR (CCK-B 
RECEPTOR) (Homo 
sapiens] 


135 


135/135 
(100%) 


135/135 
(100%) 


2e-65 


gi | 4557581 |ref|NP 0 
01435. l| 


fatty acid 
binding protein 5 
(psoriasis- 
associated) [Homo 
sapiens] 


135 


129/135 
(95%) 


134/135 
(98%) 


3e-63 


g x | iJo3i4o8 j ret J XP 
016351. 1| 


similar to 
GASTRIN/ CHOLECYST 
OKININ TYPE B 
RECEPTOR (CCK-B 
RECEPTOR) [Homo 
sapiens] 


135 


125/135 
(92%) 


132/135 
(97%) 


6e-63 


gi | 13651882 |ref |XP 
Ollbbb.5 1 tatty 
acid binding 
protein 5 
(psoriasis- 
associated) [Homo 
sapiens] 


fatty acid 
binding protein 5 
(psoriasis- 
associated) [Homo 
sapiens] 


135 


120/135 
(88%) 


130/135 
(95%) 


le-59 


gi | 14746180 | ref |XP 
018419.21 


ccimi 1 at* 4- /-» 

O -X L 1 1 _L _i- Ci J, 

GASTRIN/ CHOLECYST 
OKININ TYPE B 
RECEPTOR (CCK-B 
RECEPTOR) [Homo 
sapiens] 




(88%) 


(94%) 


5e-59 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 5D. 



Table 5D Clustal W Sequence Alignment 



1) N0V5 (SEQ ID NO: 10) 

2) gi | 136515631 ref 1XP 015760. l] 
(CCK-B RECEPTOR) [Homo sapiens] 

3) gi|455758l|ref iNP 001435. l] 
[Homo sapiens] (SEQ ID NO: 92) 

4 > gi 1 136514681 ref |XP 016351. ll similar to GASTRIN/ CHOLECYSTOKININ TYPE B 
(CCK-B RECEPTOR) [Homo sapiens] (SEQ ID NO: 93) 
5 > gi I 13651882 Iref |xp 011655.51 fatty acid binding protein 5 (psoriasis- 
associated) [Homo sapiens] (SEQ ID NO: 94) 

6) gi|l4746180|ref lXP 018419.21 similar to GASTRIN/ CHOLECYSTOKININ TYPE B RECEPTOR 
(CCK-B RECEPTOR) [Homo sapiens] (SEQ ID NO: 95) 



similar to GASTRIN/ CHOLECYSTOKININ TYPE B RECEPTOR 
(SEQ ID NO: 91) 

fatty acid binding protein 5 (psoriasis-associated) 



RECEPTOR 



NOV 5 



gi 
gi 
gi 
gi 
gi 



13651563 
4557581| 
13651468 
13651882 
14746180 
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NOV 5 

gi | 13651563 1 
gi|4557581| 



60 



70 



80 



90 
.1.. 



100 



NLTyKTESTLKTTQFSCTLG^PEETTADGRKTQTVCNFTDGALVQHQEW 
NLT^KTESTLKTTQFSCTL&2E FEETTADGRKT Q TVCN FTDGALVQHQEW 
NLTIKTESTLKTTQFSCTLGEgFEETTADGRKTQTVCNFTDGALVQHQEW 



WO 02/29058 

gi | 13651468 | 
gi (13651882) 
gi| 14746180) 



PCT/US01/31248 



NLTIKTESTLKTTQFSCaiiGEgFEETTADGRKTQTVCNFTDGAIiVQHQ 

nltiktestlkttqfsctlgegfeettadgrktqtvcnftdgalvqhqew 
nltiktestlkttqfsStlge°fee!StadgrStqtvcnftdgalvqhqev 



DGKESTITRKLKDGKI 
DGKESTITRKLKDGK] 
DGKESTITRKLKDGKI 
DGKESTITRKLKDGK: 
DGKE^jTlj^RKLKDGKl 
DGKESTITRKLKDGKI 



NOV 5 


gi 


13651563 


gi 


4557581 1 


gi 


13651468 


gi 


13651882 


gi 


14746180 



Table 5E list the domain description from DOMAIN analysis results against NOV5. 
This indicates that the NOV5 sequence has properties similar to those of other proteins known 
5 to contain this domain. 



Table 5E. Domain Analysis of NOV5 

gnl | Pf am | pf am00061 , lipocalin, Lipocalin / cytosolic fatty- acid 
binding protein family. Lipocalins are transporters for small 
hydrophobic molecules, such as lipids, steroid hormones, bilins, and 
retinoids. Alignment subsumes both the lipocalin and fatty acid 
binding protein signatures from PROSITE. This is supported on 
structural and functional grounds. Structure is an eight- stranded beta 
barrel. (SEQ ID NO: 96) 
Length = 145 residues, 100.0% aligned 
Score = 47.8 bits (112), Expect = 4e-07 



NOV5 6 QLEGRWRLLDSKGFDEYMK- ELGVGIALQKMGAMAK- PVCIITCDGKKLTTKTESTIjKTT 63 

+ M l + I II +1 III! I +1 I + I II 1+ I 

Pf am00061 1 KFAGKWYLVASANFDPELKEELGVLEATRKEITPLKEGNLEIVFDGDKNGICEETFGKLE 60 

NOV5 64 QFS CTIX3DEFEETTADGRKTQTVCNFTDGALVQHQEWDGKESTI TRKLKDG 114 

II 11+ I II ♦+ + II 1+ II I++ I +1 

Pfam00061 61 KTK- KLGVEFD YYTGDNRFVVLDTD YDNYLLVCVQKGDGN 119 

NOV5 115 KLWECVM NNVTCTRIYEKV 134 

+1 +11 III 1+ 

Pfam00061 120 ELFETATKELGI PEDNWCTRQTERC 145 

10 Fatty acid metabolism in mammalian cells depends on a flux of fatty acids, between 

the plasma membrane and mitochondria or peroxisomes for beta-oxidation, and between other 
cellular organelles for lipid synthesis. The fatty acid-binding protein (FABP) family consists 
of small, cytosolic proteins believed to be involved in the uptake, transport, and solubilization 
of their hydrophobic ligands. Members of this family have highly conserved sequences and 

1 5 tertiary structures. Fatty acid-binding proteins were first isolated in the intestine (FABP2; 

OMIM- 134640) and later found in liver (FABP1; OMIM- 134650), striated muscle (FABP3; 
OMIM- 134651) , adipocytes (FABP4; OMIM- 600434) and epidermal tissues (E-FABP; 
GDBID:136450 ) . 
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Epidermal fatty acid binding protein (E-FABP) was cloned by as a novel keratinocyte 
protein by Madsen et al (1992, PMID: 1512466) from skin of psoriasis patients. Later using 
quantitative Western blot analysis, Kingma et al. (1998, PMID: 9521644) have shown that in 
addition to the skin, bovine E-FABP is expressed in retina, testis, and lens. Since E-FABP was 
originally identified from the skin of psoriasis patients, it is also known as psoriasis- 
associated fatty acid-binding protein (PA-FABP). PA-FABP is a cytoplasmic protein, and is 
expressed in keratinocytes. It is highly up-regulated in psoriatic skin. It shares similarity to 
other members of the fatty acid-binding proteins and belongs to the fabp/p2/crbp/crabp family 
of transporter. PA-FABP is believed to have a high specificity for fatty acids, with highest 
affinity for clS chain length. Decreasing the chain length or introducing double bonds reduces 
the affinity. PA-FABP may be involved in keratinocyte differentiation. 

Immunohistochemical localization of the expression of E-FABP in psoriasis, basal and 
squamous cell carcinomas has been carried out in order to obtain indirect information, at the 
cellular level, on the transport of the fatty acidss. (Masouye et al, 1996, PMID: 8726632). E- 
FABP was localized in the upper stratum spinosum and stratum granulosum in normal and 
non-lesional psoriatic skin. In contrast, lesional psoriatic epidermis strongly expressed E- 
FABP in all suprabasal layers, like nonkeratinized oral mucosa. The basal layer did not 
express E-FABP reactivity in any of these samples. Accordingly, basal cell carcinomas were 
E-FABP negative whereas only well-differentiated cells of squamous cell carcinomas 
expressed E-FABP. This suggests that E-FABP expression is related to the commitment of 
keratinocyte differentiation and that the putative role of E-FABP should not be restricted to the 
formation of the skin lipid barrier. Since the pattern of E-FABP expression mimics cellular FA 
transport, our results suggest that lesional psoriatic skin and oral mucosa have a higher 
metabolism/transport for FAs than normal and non-lesional psoriatic epidermis. 

The above defined information for NOV5 suggests that this NOV5 protein may 
function as a member of a fatty acid-binding protein family. Therefore, the NOV5 nucleic 
acids and proteins of the invention are useful in potential therapeutic applications implicated in 
various diseases and disorders described below and/or other pathologies. For example, the 
NOV5 compositions of the present invention will have efficacy for treatment of patients 
suffering from psoriasis, basal and squamous cell carcinomas, obesity, diabetis, and/or other 
pathologies and disorders involving fatty acid transport of skin, oral mucosa as well as other 
organs, Cardiomyopathy, Atherosclerosis, Hypertension, Congenital heart defects, Aortic 
stenosis , Atrial septal defect (ASD), Atrioventricular (A-V) canal defect, Ductus arteriosus, 
Pulmonary stenosis, Subaortic stenosis, Ventricular septal defect (VSD), valve diseases, 
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Tuberous sclerosis, Scleroderma, Transplantation, Adrenoleukodystrophy, Congenital Adrenal 
Hyperplasia, Diabetes, Von Hippel-Lindau (VHL) syndrome, Pancreatitis, Endometriosis, 
Fertility, Inflammatory bowel disease, Diverticular disease, Hirschsprung's disease, Crohn's 
Disease, Hemophilia, hypercoagulation, Idiopathic thrombocytopenic purpura, 
5 immunodeficiencies, Osteoporosis, Hypercalcemia, Arthritis, Ankylosing spondylitis, 

Scoliosis, Endocrine dysfunctions, Diabetes, Growth and reproductive disorders, Psoriasis, 
Actinic keratosis, Acne, Hair growth, allopecia, pigmentation disorders and endocrine 
disorders. The NOV5 nucleic acid encoding fatty acid-binding protein, and the fatty acid- 
binding protein of the invention, or fragments thereof, may further be useful in diagnostic 
1 0 applications, wherein the presence or amount of the nucleic acid or the protein are to be 
assessed. 

NOV6 

NOV6 includes nine novel neurolysin precursor-like proteins disclosed below. The 
disclosed proteins have been named NOV6a, NO V6b, NOV6c, NOV6d, NOV6e, NO V6f, 
1 5 NOV6g, NOV6h and NO V6L 
NOV6a 

A disclosed NOV6a nucleic acid of 2170 nucleotides (also referred to as 
SC133790496_A) encoding a novel neurolysin precursor-like protein is shown in Table 6A. 
An open reading frame was identified beginning with an ATG initiation codon at nucleotides 
20 16-18 and ending with a TGA codon at nucleotides 2128-2130. Putative untranslated regions 
upstream from the initiation codon and downstream from the termination codon are underlined 
in Table 6A, and the start and stop codons are in bold letters. 



Table 6A. NOV6a Nucleotide Sequence (SEQ ID NO:ll) 

CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCGAAGCCTCCGC^GGGTTGGTGGTTCCA 

GGATTTTACTGAGAATGACGTTAGGAAGAG 

GGCTGGCAGAAATGTTTTAAGATGGGATCTTTC2V 

GTGCAGACCAAACAGGTGTACGATGCTGTTGGAATGCTCGGTAT^ 

TGGAGGCACTGGCAGATGTAGAAGTAAAGTATATAGTGGAAA 

ATCCTCTGACAAAGAAGTAOSAGCAGCAAGTACAGAAG 

ATGAGCATGAGAGGAGATATATTTGAGAGAATTGTTCATT^ 

AACCTGAGGCGAGACX3ATACTTGGAAAAGTCAATTAAA 

ACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAATGAGTGAGCT 

CTCAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCT 

ACAGTTTAGAAAAGACAGATGATGACAAGTATAAAATTACCTC 

GAAGAAATGTTGTATCCCTGAAACCAGAAGAAGGATGGAAATGGCTTTTAATACAAGGTGCAAAGAGGAA 

AACACGATAATTTTGCAGCAGCTACTCCCACTGCX3AACCAAGGTGGCCAAACT 

ATGCTGACTTCGTCCTTGAAATGAACACTGCAAAGAGCA^ 

AAGCCAGAAGTTAAAACCCTTGGGTGAAGCAGAACGAGAGTTTATTTTGAA 

AAAGACAGGGGTTTTGAATATGATGGGAAAATCAATGC 

AGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGAATACTTCCCAATTGAGGTGG 
CTTGCTGAACACCTACCAGGAGTTGTTGGGACTTTCAl^ 

AAGAGTGTTACACTTTATACTGTGAAGGATAAAGCTACAGGAGAAGTATTGGGACA 

TCTATCCAAGGGAAGGAAAATACAATGATGCGGCCTGCT 

TGGAAGCCGGATGATGGCAGTGGCTGCCCTCGTGGTGAACT 
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CTCOTGAGACACGACGAGGTGAGGACTTACTTTCATGAGTTTGGTCACGTGATGCATCAGATTTGTGCAC 

AGACTGATTTTGCACGATTTAGCGGAACAAATGTGGAAACTGACTTTGTAGAGGTGCGATCGCAAATGCT 

TGAAAATTGGGTGTGGGACGTCGATTCCCTCCGAAGATTGTCAAAACATTATAAAGATGG 

GCAGACGATCTGCTTGAAAAACTTGTTGCTTCGCTTATGTTATTAGGTCTTCTGACCCTGCGCCAGATTG 

TTTTGAGCAAAGTTGATCAGTCTCTTCATACCAACACATCGCTGGATGCTGCAAGTGAATATGCCAAATA 

CTGCTCAGAAATATTAGGAGTTGCAGCTACTCCAGGTACAAATATGCCAGCTACCTTTGGACATTTGG^ 

GGGGGATACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTTCCATGGATATGTTTTACAGCT 
GTTTTAAAAAAGAAGGGATAATG^ 

TGGGGGATCTCTGGACGGC^TGGACATGCTCCACAATTTCTTGAAA03TGAGCCAAACCAAAAAGCGTTC 
CTAATGAGTAGAGGCOTGC^TGCTCCGTGAACTGGGGATCTTTGGTAGCCGTCCATGTCTG 



The disclosed NOV6a nucleic acid sequence was identified on chromosome 5 and has 
1994 of 2170 (91%) identical to a Sus scrofa Neurolysin Precursor mRNA (GENBANK-ID: 
PIGSABP)(E = 0.0). 

A disclosed NOV6a polypeptide (SEQ ID NO: 12) encoded by SEQ ID NO:l 1 is 704 
amino acid residues and is presented using the one-letter amino acid code in Table 6B. Signal 
P, Psort and/or Hydropathy results predict that NOV6a contains a signal peptide and is likely 
to be localized at the plasma membrane with a certainty of 0.7000. The most likely cleavage 
site for a NOV6a peptide is between amino acids 17 and 18, at: VGG-SR. 



Table 6B. Encoded NOV6a protein seqroenace (SEQ ID NO: 12), 

MI ARCLLAVRSIjRRVGGSRILLRMTIjGREVMS PLQAMSSYTVAGRNVIiRWDLSPEQI ktrteeli vqtkqvydavg 
MLGlEEVTYENCLQAIaADVEVKYIVERTMLDFPQHVSSDKEVRAA^ 

CDLGKI KPEARRYLEKS I KMGKRNGIjHIjPEQVQNE I KSMKKRMSELCI DFNKNLNEDDTFLVFS KAELGALPDDFI 

DSLEKTDDDKYKITLKYPHYFPVMKKCC^^ 

EMNTAKSTSRVTAFI^DLS^^ 

KEYFPIEVVTEGLLNTYQELLGI»SFEQrm)AHVWNKSVTLYTV^ 

GCLLPDGSRMMAVAALVVNFSQPVA^ 

ENWVWDVDSLRRLSKHYKD^ 

VAATPGTNMPATFGHLAGGYDGQYYGYIjWSEVFSl^MFYSCFKKEGIMNPEVVGMK^ 
FLKREPNQKAFIiMSRGLHAP 



The NOV6a amino acid sequence has 661 of 704 amino acid residues (93%) identical 
to, and 667 of 704 amino acid residues (96 %) similar to, the Sus scrofa 704 amino acid 
residue Neurolysin Precursor protein (Q02038) (E = 0.0). The global sequence homology is 
95.164% amino acid homology and 94.026 % amino acid identity. 

NOV6a is expressed in at least the following tissues: Whole Organism, Sensory 
System, Skin, Foreskin, Gastro-intestinal/DigestiveSystem, Large Intestine, Colon, Salivary 
Glands, Cardiovascular System, Vein, Umbilical Vein, Female Reproductive System, Uterus, 
Nervous System, Brain, Prosencephalon/Forebrain, Diencephalon, Thalamus, Cardiovascular 
System, Artery, Coronary Artery, Heart, Male Reproductive System and Prostate. In addition, 
NOV6a is predicted to be expressed in the following tissues because of the expression pattern 
of a closely related Sus scrofa Neurolysin Precursor homolog (GENBANK-ID: PIGSABP): 
Whole Organism, Sensory System, Skin, Foreskin, Gastro-mtestmal/Digestive System, Large 
Intestine, Colon, Salivary Glands, Cardiovascular System, Vein, Umbilical Vein, Female 
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Reproductive System, Uterus, Nervous System, Brain, Prosencephalon/Forebrain, 
Diencephalon, Thalamus, Cardiovascular System, Artery, Coronary Artery, Heart, Male 
Reproductive System and Prostate. 

NOV6a also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 6C. 



Table 6C. BLAST results for NOV6a 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 


gi 1417743 |sp|Q02038 
| NEUL PIG 


NEUROLYSIN 
PRECURSOR 

(NEUROTENSIN 
ENDOPEPTIDASE ) 

(MITOCHONDRIAL 
OLIGOPEPTIDASE M 

[Sus scrofa] 


704 


661/705 
(93%) 


677/705 
(95%) 


0.0 


qi|l4149738|ref |NP 
065777. l| 


neurolysin; 
KIAA1226 protein; 
neurotensin 
endopep t i da s e 
[Homo sapiens] 


704 


700/705 
(99%) 


701/705 
(99%) 


0.0 


gi| 11716911 sp|P4267 
6 | NEUL RAT 


NEUROLYSIN 
PRECURSOR 

(NEUROTENSIN 
ENDOPEPTIDASE) 

(MITOCHONDRIAL 
OLIGOPEPTIDASE M) 

[Rattus 
norvegicus] 


704 


626/703 
(89%) 


667/703 
(94%) 


0.0 


gi|!783l27|dbj |BAA1 
9063. 1| (AB000172) 


endopep t i da s e 
24.16 type M2 
[Sus scrofa] 


745 


652/691 
(94%) 


668/691 
(96%) 


0.0 


gi 1 1783 123 | dbj | BAA1 
9061. 1| (AB000170) 


endopeptidase 
24.16 type M3 
[Sus scrofa] 


681 


644/682 
(94%) 


660/682 
(96%) 


0.0 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 6D. 

Table 6D Information for the ClustalW proteins 

1) NOV6a (SEQ ID NO: 12) 

2) gil417743lsp|O02038|NEUL PIG NEUROLYSIN PRECURSOR (NEUROTENSIN ENDOPEPTIDASE) 
(MITOCHONDRIAL OLIGOPEPTIDASE M [Sus scrofa] (SEQ ID NO:97) 

3) gi)14149738href|NP 065777.1) neurolysin; KIAA1226 protein; neurotensin endopeptidase [Homo sapiens] 
(SEQIDNO:98) 

4) giH171691isplP42676INEUL RAT NEUROLYSIN PRECURSOR (NEUROTENSIN ENDOPEPTIDASE) 
(MITOCHONDRIAL OLIGOPEPTIDASE M) [Rattus norvegicus] (SEQ ID NO:99) 

5) gill783127ldTjilBAA19063.il (AB000172) endopeptidase 24.16 type M2 [Sus scrofa] (SEQ ID NO:100) 

6) gill7831231dbiIBAA19061.11 (AB000170) endopeptidase 24.16 type M3 [Sus scrofa] (SEQ ID NO:101) 
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NOV6A 
gi | 417743 | 
gi | 14149738 | 
gi | 1171691 
gi | 1783127 
gi | 1783123 



20 
•I- 



MVYPEGHLARELGATFSSSAPLGGHPPPFVWD 
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100 



NOV6A 
gi | 417743 | 
gi | 14149738 | 
gi (1171691 
gi (1783127 
gi (1783123 




NOV 6 A 



gi 
gi 
gi 
gi 



417743 | 
14149738 | 
117169lj 
1783127) 
1783123 | 



110 



I 



120 



130 



I 



140 



150 



I 



RTEELIjJjQTKQVYDg 

rteeliaqtkqvydJ 
rteJSliaqtkqvydK 

RTEELIAQTKQVYDg 

rteeliaqtkqvydS 



JjGMLglEEVTYENCLQALADVEVKYIVERTMLDFP 
GMLgiEEVTYENCLQALADVEVKYIVERTMLDFP 
pG^BlEEVTYENCLQALADVEVKYIVERTr^LDFP, 
jGyt^^jEVTYENCLQgLADgEVjiYXVERTMLDFP 
GMLglEEVTYENCLQALADVEVKYIVERTMLDFP 
JGMD™IEEVTYENCLQALADVEVKYIVERTMLDFP 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 | 
14149738] 
1171691 | 
1783127 I 
1783123 



160 



170 



180 



190 
I 



200 



iQHVSSDKEVRAASTEADKRLSRFDlEMSMRgDIFgRIVgil^ETCDLGKIK 
QHVSSDKEVRAASTEAI)KRLSRFDIEMS^IREDIFaRIvSrl^ETCDLGKIK 



QHVSSDKEVRAASTEADKRLSRFDIEMSMREDIFgRIVgLgETCDLGKIK 

qhvssdkevraasteadkrlsrfdiemsmredif3rivSl§etcdlgkikI 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743) 

14149738 

1171691 

1783127 

1783123 



210 



PEARRYLEKS 
PEARRYLEKS 
PEARRYLEKS 
PEARRYLEKS 
PEARRYLEKS 
PEARRYLEKS 



1 



220 



gkmgkrnglhlpeqvqneik 
Skmgkrnglhlpeqvqneik 
gkmgkrnglhlp eqvqn eik 

gKMGKRNGLHLgEjTggNEIK 
gKMGKRNGLHLPEQVQNEIK 
^KMGKRNGLHLPEQVQNEIK 



230 
.\... 



240 
..I.. 



I 



250 



krmselcidfnknlned 
mkkrmselcidfnknlned 
mkkrmselcidfnknlned; 
mkkrmselcidfnknlned 
mkkrmselcidfnknlned 
mkkrms elcidfnknlned 



N0V6A 



gi 
gi 
gi 
gi 
gi 



417743) 
14149738 | 
1171691 
1783127 
1783123 



260 



270 



280 



290 
. . I . . 



300 
. - I 



]dtflvfskaelgalpddfidslektdd3kykitlkyphyfpvmkkccipe 
dtflvfskaelgalpddfidslektddKkykitlkyphyfpvmkkccipe 



dtflvfskaelgalpddfidslektddSkykitlkyphyfpvmkkccipe 

DTgLVFSKAELGALPDDFIDSLEKTD^KYKjiiTLKYPHYFPVMKKCCSPE 

dtflvfskaelgalpddfidslektddSkykitlkyphyfpvmkkccipe 
dtflvfskaelgalpddfidslektddSkykitlkyphyfpvmkkccipe ! 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 I 

14149738 

1171691 

1783127 

1783123 



310 
.A.. 



320 



330 



340 



I 



350 
I 



TR^IEMAFNTRCKEENTIILQ^LPLR^VAKLLGYSTHADFVL^On'A 
TRRKMEMAFNTRCKEENTIILQgLLPLRAKVAKLLGYSTHADFVLEMNTA 
TRRS^IEMAFNTRCKEENTIILQgLLPLRjfeVAKLLGYSTHADFVLEMNTA 
TRRKMEMAF^TRCK^ENT^ILQHLLPLRAgVAKLLGY^THADFVLE^OTA 
TRRKMEMAFNTRCKEENTIILQgLLPLRAKVAKLLGYSTHADFVLEMNTAj 
TRRKMEMAFNTRCKEENTIILQ»™LLPLRAKVAKLLGYSTHADFVLEMNT 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 | 

14149738 

1171691 

1783127 

1783123 



360 



I 



370 



380 



| 



390 
..( 



I 



400 



KST^VTAFLDDLSQKLKPLGEAEREFILNLKKKE Oin^ GFEYDGyTNAW 

kst^vtaflddlsqklkplgeaerefilnlkkkeceeSgfeydgkinak 
kstg^taflddlsqklkplgeaerefilnlkkkec2ssgfeydgkinaw 
kst^v^aflddlsqklkplgeaerefilglkkkeceeggfeydgkinav? 
kstg^taflddlsqklkplgeaerefilnlkkkeceeggfeydgkinaw 

KSTi35vTAFLDDLSQKLKPLGEAEREFILNLKKKECEE*GFEYDGKINAW 



NOV6A 



gi 
gi 
gi 
gi 



417743) 
14149738] 
1171691 | 
1783127| 



410 



420 
• I.. 



430 



440 



450 



DL2YYt5TQTEELKYs5DQEj3LKEYFPIEWTEGLLN5YQELLGLSFEQ2|T 
DLHYYMTQTEELKYSVDQEgLKEYFPIEWTEGLLglYQELLGLSFEQVg 

dlhyymtqteelkysvdqeBlkeyfpiewtegllniyqellglsfeqvt 
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NOV 6 A 



gi 
gi 
gi 
gi 



4X7743 | 
14149738) 
1171691 | 
1783127 I 
1783123 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 | 

14149738 

1171691 

1783127 

1783123 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 | 

14149738 

1171691 

1783127 

1783123 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 | 
14149738 | 
1171691 | 
1783127 | 
1783123 



NOV6A 



gi 
gi 
gi 
gi 
gi 



417743 I 

14149738 

1171691 

1783127 

1783123 



DLHYYMTQTEELKYSVDQESLKEYFPIEWTEGLLNIYQELLGLSFEQVT 



4 60 



470 



480 



I 



490 
..|.. 



500 



I 



DAHVWNKSVTLYTVKDKATGEVLGQFYLDLYPREGKYMHAACFGLQPGCL 
DAHVWNKSVTLYTVKDKATGEVLGQFYLDLYPREGKYNHAACFGLQPGCL 
DAHVWNKSVTLYTVKDKATGEVLGQFYLDLYPREGKYMIAACFGLQPGCL 
DAHVWNKSV^LYTVKDKATGEVLGQFYLDLYPREGKYiraAACFGLQPGCL 
DAHVW1TCSVTLYTVKDKATGEVLGQFYLDLYPREGKYNHAACFGLQPGCL 
DAHVWNKSVTLYTVKDKATGEVLGQFYLDLYPREGKYNHAACFGLQPGCL 



510 
.. I.. 



520 
. . I . . 



530 
.. I .. 



540 
. . I . . 



550 
■ ■ I 



LPDGSRMM^AALVVNFSQP^GRPSLLRHDEVRTYFHEFGHVMHQICAQ 
LPDGSR^SVAALVVNFSQP^GRPSLLRHDEVRTYFHEFGHVMHQICAQ 



lpdgsrmi^vaalvvnfsqpBagrpsllrhdevrtyfhefghvmhqicaq 
lpdgsrmmsvaalvvnfsqpfiagrpsllrhdevrtyfhefghvmhqicaq 
lpdgsrmmsvaalvvnfsqp|agrpsllrhdevrtyfhefghvmhqicaq 
lpdgsrmmsvaalvwfsqp^grpsllrhdevrtyfhefghvmhqicaq 



560 



570 



580 

. I . . 



590 



600 



TDFARFSGTNVETDFVEVPSQMLENWVWDflDSLRRLSKHYKDGSPIgDDL 
TDFARFSGTITVETDFVEVPSQMLENWVWDgDSLRRLSKHYKDGSPITDDL 
TDFARFSGTNVETDFVEVPSQMLElTWWD^SIiRRIiSKHYKDGSPlQDDL 
TDFARFSGTNVETDFVEVPSQMLEmWVDRDSIiRSLSKHYKDGgPITDgL 
TDFARFS GT]WETDFVE VP SQMLENWVWdKd SLRRIi S KH YKD G S P ITDDL 
TDFARFSGTIWETDFVEVPSQMLENWVWdHdSLRRLSKHYKDGSPITDDL 



TDFARFSGTITVETDFVEVPSQMLENWVWDgDSLRRLSKHYKDGSPITDDL 
TDFARFSGTNVETDFVEVPSQMLENWVWDSDSIiRRLSKHYKDGSPlSDDL 



610 



620 
..I.. 



630 



640 



I 



650 



LEKLVASflLj^GLLTLRQIVLSKVDQSLHTNTSLDAASEYAKYCgEILG 
LEKLVASRLVNTGLLTLRQIVLSKVDQSLHTNTSLDAASEYAKYCTEILG 
LEKLVASRLVNTGLLTLRQIVLSKVDQSLHTNTSLDAASEYAKYCgEILG 
IiEKLVASRIiVNTGLLTLRQIVLSKVDQSLHTW^LDAASEYAKYCTEILG 
LEKLVASRLWTGLLTLRQIVLSKVDQSLHTNTSLDAASEYAKYCTEILG 
LEKLVASRLVNTGLLTLRQIVLSKVDQSLHTNTSLDAASEYAKYCTEILG 
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I 
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AATPGT 
AATPGT 
'AATPGT 
AATPGT 
'AATPGT 
AATPGT 



FGHLAGGYDGQYYGY 
'FGHLAGGYDGQYYGY 
'FGHLAGGYDGQYYGY 
'FGHLAGGYDGQYYGY: 
'FGHLAGGYDGQYYGY! 
'FGHLAGGYDGQYYGY 



FSMDMFYSCFKKEGIMNP 
FSMDMFYSCFKKEGIMNP 
'FSMDMFYSCFKKEGIMNP 
FSMDMFYSCFKKEGIMNP 
FSMDMFYSCFKKEGIMNP 
FSMDMFYSCFKKEGIMNP 



I 
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720 



730 



I 
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NOV6A 


EVj 


gi 


417743] 


EV< 


gi 


14149738 1 


EV< 


gi 


1171691 




EV« 


gi 


1783127 




EV< 


gi 


1783123 




EV 



I. 



jMKYRNLILKPGGSLDGMDMLgNFLKREPNQKAFLMSRGLHAP 
YRNLILKPGGSLDGMDMLQNFLKREPNQKAFLMSRGLHAP 
IKYRNLILKPGGSLDGMDML^NFLKREFNQKAFLMSRGLHAP 
IKYRNLILKPGGSLDGMDMLQNFLgREPNQKAFLMSRGL | 
YRNLILKPGGSLDGMDMLQNFLKREPNQKAFLMSRGLHAP 
YRNLILKPGGSLDGMDMLQNFLKREPNQKAFLMSRGLHAP 



Table 6E lists the domain description from DOMAIN analysis results against NOV6a. 
This indicates that the NOV6a sequence has properties similar to those of other proteins 
known to contain this domain. 



50 

BEST AVAILABLE COPY 



WO 02/29058 



PCTAJS01/31248 



Table 6E. Domain Analysis of NOV6a 

gnl | Pf am [ pf am01432 , Peptidase_M3 , Peptidase family M3 . This is the 
Thimet oligopeptidase family, large family of mammalian and bacterial 
oligopeptidases that cleave medium sized peptides. The group also 
contains mitochondrial intermediate peptidase which is encoded by 
nuclear DNA but functions within the mitochondria to remove the leader 
sequence. (SEQ ID NO: 102) 
Length = 603 residues, 100.0% aligned 
Score « 617 bits (1592), Expect = 5e-178 



NOV6a 


68 


Pfara01432 


1 


NOV6a 


148 


Pfam01432 


61 


NOVfia 


207 


Pfam01432 


121 


NOV6a 


267 


Pfam01432 


179 


NOV6a 


327 


PfamOX432 


239 


NOV6a 


387 


Pfam01432 


293 


NOV6a 


447 


Pfam01432 


353 


NOV6a 


507 


Pfam01432 


407 


NOV6a 


567 


Pfam01432 


467 


NOV6a 


624 


Pfam01432 


527 
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LSRTHYSYVSGTYVPIDFVE I PS ILNENWIiWEPLLMTLliSKHYKTGEP I PDELLEKFFAT 4 66 

LM-LLGLLTLRQIVLSKVDQSLHTNTSIjDAASEYAKYCSEILGVAAT- -PGTNMPATFGH 623 
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Ml || ||++ + |+| + | |+| +| | |++|| | Ml | ++ || 
FYGGYAANYYVYLYATGLAADLFLAKFIKDGDLNRE-NGVRYRKEFLSSGGSKDPLEMLK 585 



II II++ 11+11 



Novel variants for the NOV6a nucleic acid and Neurolysin Precursor-like protein 
sequences are also disclosed herein as variants of NOV6a. A variant sequence can include a 
single nucleotide polymorphism (SNP). A SNP can, in some instances, be referred to as a 
"cSNP" to denote that the nucleotide sequence containing the SNP originates as a cDNA. A 
SNP can arise in several ways. For example, a SNP may be due to a substitution of one 
nucleotide for another at the polymorphic site. Such a substitution can be either a transition or 
a trans version. A SNP can also arise from a deletion of a nucleotide or an insertion of a 
nucleotide, relative to a reference allele. In this case, the polymorphic site is a site at which 
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one allele bears a gap with respect to a particular nucleotide in another allele. SNPs occurring 
within genes may result in an alteration of the amino acid encoded by the gene at the position 
of the SNP. Intragenic SNPs may also be silent, however, in the case that a codon including a 
SNP encodes the same amino acid as a result of the redundancy of the genetic code. SNPs 
occurring outside the region of a gene, or in an intron within a gene, do not result in changes in 
any amino acid sequence of a protein but may result in altered regulation of the expression 
pattern for example, alteration in temporal expression, physiological response regulation, cell 
type expression regulation, intensity of expression, stability of transcribed message. Variants 
are reported individually, but any combination of all or a subset are also included. 

A disclosed NOV6b nucleic acid (also referred to as 13375342) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6F. NOV6b 
nucleotide changes are underlined in Table 6F. 



Table 6F. NOV6b Nucleotide Sequence (SEQ ID NO:13) 

CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCX3AAGCCT 

TCAG AATG ACGTT AGGAAGAGAAGTGATGT CTCCTCTTCAGG CAATGT CTT C CT ATACTGTGG CTGG CAGAAATGTTTT 
AAG ATGGGAT CTTTCACCAG AGCAAATTAAAACAAGAACTG AGGAG 
GTTGGAATG CTCGGTATTGAGGAAGTAACTTACX^ 
TGGAAAGGACCATGCTAGACTTTCCCCAGCATGTATCCT 

AAG ACTTTCT CGTTTTGATATTGAG ATG AG CATGAGAGG AG ATATATT TG AG AGAATTGTTCAT TTACAGGAAACCTGT 
G AT CTGGGGAAG ATAAAACCTGAGGCCAG ACX3 ATAC7CTGGAAAAGT CATC 
TTCCTGAACAAGTACAGAATGAAATCAAATCAATGA^ 

CAATGAGGATGATACCTTCCTTGT ATTTTCCAAGG CTG AACTTGGTG CTCTTCC TGATG ATTTCATTG ACAGTTTAGAA 

AAGACAGATGATGACAAGTATAAAATTACCTTAAAATATCCACACrrATTTC 

AAACCAGAAGAAGGATGGAAATGGCTTTTAATACAAGGTGC^ 

ACTGCGAACCAAGGTGGCCAAACTACTCGGTTATAGCACACATG CTX3ACTTCGTCCTTGAAATG AACACTGCAAAGAG C 
ACAAGCCG CGTAACGGCC11T C"l AGATGATTT AAGC C AGAAGTT AAAACC CTTGGGTG AAGC AGAACGAGAGT^ TT 
TGAATTTGAAGAAAAAGGAATGC^\AAGACAGGGGTTTTGAATATGATGGG 

CATGACTCAGACAGAGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGAATACTTCCCA 
GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACTTTC^ 

GTGTTACACTTTATACTGTGAAGGATAAAG CTACAGGAGAAGT ATTGGGACAGTT CTATTTGGACCTCTAT CCAAGGGA 

AGGAAAATACAATCATGCGGCCI^SCTTCGGTCTCCIAGCCTGGCTGCCTTC 

GCTGCCCTCXSTGGTGAACITCTCACAGCCAGT^ 

TTCATGAGTTTGGTCACGTGATGCATCAGATTTGTG 

TGACTTTGTAGAGGTGCCATCGCAAATGCITCAAAATTGGGTC 

TATAAAGATGGAAGCCCTATTGCAGACGATCTGCTTGAAAAACTTC 

TGCGCCAGATTGTTTTGAGCAAAGTTGATCAGTCTCTTCATA 

AT ACTG CTCAGAAAT ATTAGGAGTTG CAGCT ACTCCAGGT ACAAATATGC CAGCT ACCTTTGGACATT^ 
TACGATGG CC7AT ATT ATGGATATCTTTGGAGTGAAGTATTTTC CATGGAT ATG'l"'!'"!"!' ACAG CTGTTTT AAAAAAGAAG 
GGATAATGAATCC^GAGGTAGTTGGAATGAAATACAGAAACCTAATCCTGAAACC^ 
CATCCTCCACAATTTC!TTGAAACGT<iAGCCAA 

GGGGATCTTTGGTAGCCGT CCATGTCTGGAGG ACAAG 



A disclosed NOVb polypeptide (SEQ ID NO:14) encoded by SEQ ID NO:13 is is 
presented using the one-letter amino acid code in Table 6G. NOV6b amino acid changes, if 
any, are underlined in Table 6G. 



Table 6G. Encoded NOV6b protein sequence (SEQ ID NO:14). 

MIARCIiIAVRS LRRVGGSRI LLRMTLGREVMS PLQAMS S YTVAGRNVIjRWDL.S PEQ I KTRTEE LT VQTKQVYD AVGMLG I EEVTY 

ENCLQALADVEVKYIVERTMLDFPQHVSSD^ 

KMGKRNGLHLPEQVQNEIKSMKKRMSELCIDFNK^ 

CI PETlUeRMEMAFNTRCKBEm'I I^QLIiPIiRTKVAKIJ^ 
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KKKECKDRGFEYBGKJNAVTOLYYYOT^ 

KATGBVIXSQFYLDLYPREGKYNHAACFGI^PGCLLPDGSRMMAVAALW 
DFARFSGTNVETDFVEVPSQMLENWVWDVDSLRRt^KHYK^ 

AS E YAKYCSE I I^VAAT PGTNMPATFGHIiAGGYDGG; YYG YLWSE VFSMDMFYSCFKKEG I MNPEWGMKYRNLI LKPGGSLDGMD 
MLHNFLKRE PNQ KAF LMS RG LHAP 



A disclosed NOV6c nucleic acid (also referred to as c99.456) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6H. NOV6c 
nucleotide changes are underlined in Table 6H. 



Table 6EL NOV6c Nucleotide Sequence (SEQ ED NO:15) 



CCTCTCAGOSCTCCC^TGATCGCCCGGTGCCTTTTGGCTGTGCGAAGCCTCCGCAGGGTTGG 

TCAGAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTTC^ 

AAGATGGGATCTTTCACCAGAGa^TTAAAAC^ 

GTTGGAATGCTCGGTATTGAGGAAGTAACTTA^ 

TGGAAAGGACC^TGCTAGACTTTCCCCAGCATGTATCCTCTGACAM 

AAGACITTCTCGTTTTGATATTGA^ 

GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTO^TTAAAATGG 

TTCCTGAACAAGTACAGAATGAAATGAAATCAATC 

CAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCTGAACTTGG 

AAGACAGATGATGACAAGTATAAAATTACCTTAAAATATCCACACTATTTCCCTGT 

AAACCAGAAGAAGGATGGAAATGGCTTTTAATACAAGGTGCAAAGAGGAAA^ 

ACTGCGAACCAAGGTGGCCAAACTACTCGraTTATAGCACACATG 

ACAAGCCGCGTAACAGCCTTTCTAGATGATTTAAGCC^ 

TGAATTTGAAGAAAAAGGAATGCAAAGACAGGGGTTTTGAATATGATGGGAAAATCAATG C CTGGGATCTATATTACTA 

CATGACTCAGACAGAGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGAATACTT 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACTTTCAT^^ 

GTGTTACACTTTATACnX3TGAAGGATAAAGCTACAGGAGAAGTATTGGGA^ 

AGGAAAATACAATCATGCGGCCTGCTTCGGTCTCC^^ 

GCTGCCCTCGTGGTGAACTTCTCACAGCCAGTGGCAGGTCGTCCCTCTCTCCTGAGAC^ 

TT^TGAGTTTGGTCACGTGATGCATCAGATTTGTGCACAGACTGA 

TGACTTTGTAGAGGTGCCATCGCAAATGCTTGAAA 

TATAAAGATGGAAGCCCTATTGCAGACGATCTGCTTGAAAAACTTGTTGCTTC 

TGCGCCAAATTGTTTTGAGCAAAGTTGATCAGTCT 

ATACTGCTCAGAAATATTAGGAGTTGCAGCTACTCC^ 

TACGATGG C CAATATTATGGAT ATCTTTGGAGTGAAGT ATTTTC CATGG AT ATGT^ 
GGATAATGAATCCAGAGGTAGTTGGAATGAAATACAGAAACCTAAT^ 
CATGCTCCACAATTTCTTGAAACGTGAGCCAAAC^ 
GGGGATCTI'1'GGTAGCCGTCCATGTCTGGAGGACAAG 



A disclosed NOV6c polypeptide (SEQ ID NO:16) encoded by SEQ IDNO:15 is 
presented using the one-letter amino acid code in Table 61. NOV6c amino acid changes, if 
any, are underlined in Table 61 



Table 61. Encoded NOV6c proteto sequence (SEQ ID NO:16). 



MIARCLI^WSLRRVGGSRILLROTI^ 

ENCI^AliADVEVKYIVERTMIJDFPQHVSSDKEVRAASTFJ^ 
KMGKRNGI^PEQVQNEIKSMKKRMSELCIDFNKNIiNEDDTFLVFSK^ 
CIPETRRRMFJ^IAFNTRCKEENTIII^LLPLRTKVAKLI^^ 
KKKECKDRGFEYDGKrHAWDLYYYMTG/re^ 

KATGEVLGQFYLDLYPREGKYNHAACFGLQPGCLIjPDGSRMMAVAAIjVW 
DFARPSGTOVETDFVEVPSQMLENWVWDVDSLRRI»SKHYKDGSPIA^ 
ASEYAKYCSEILGVAATPGTNMPATFCan^GGYDGQYYGYLWSEVFSMD 
MliHNFLKREPNQKAFLMSRGIiHAP 



A disclosed NOV6d nucleic acid (also referred to as c99.457) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6J. NOV6d 
nucleotide changes are underlined in Table 6J. 
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Table 6J. NOV6d Nucleotide Sequence (SEQ ID NO:17) 



CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCGAAGCCTCCGCAGGGTTGGTGGTTCCAGGATTTTAC 
TCAGAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTTCAGGCAATGTCTTCCTATACTGTGGCTGGCAGAAATGTTTT 
AAG ATGGGATCTTTCACCAGAGCAAATTAAAACAAG AACTG AGGAGCTCATTGTG CAGACCAAACAGGTGTACGATG CT 
GTTGGAATGCTCGGTATTGAGGAAGTAACTTACGAGAACTGTCTG 

TGGAAAGGACCATG CTAGACTTTCCCCAGCATGTATC CTCTGACAAAGAAGTACGAGCAGCAAGTACAGAAGCAGACAA 
AAGACTTTCTCGTTTTGATATTGAGATGAGCATGAGAGGAGATATATTTGAGAGAATTGTTCATTTACAGG 
GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTCAATTAAAATGGGGAAAAGAAATGGGCTCCATC 
T T CCTGAACAAGT ACAG AATG AAAT C AAAT C AAT G AAG AAAAG AATG AGTGAG CTATGT ATTGATTTT AAC AAAAAC CT 
CAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCTGAACTTGGTGCTCT 

AAG ACAGATGATGACAAGT ATAAAATT AC CT TAAAATATC CACACTAT TTCC CTGT CATG AAG AAATGTTGT AT CCCTG 
AAACCAGAAGAAGGATGGAAATGGCTTTTAATACAAGGTGCAAAGAGGAAAACACGA 

ACTGCG AACCAAGGTGGCCAAACTACTCGGTTATAG CACACATG CTGACTTCGTCCTTGAAATGAACACTGCAAAGAGC 
ACAAGCCX3CGTAACAGCCTTTCTAGATGATTTAAGCCAGAAGTTAAAACCCTTC 

TGAATTTG AAG AAAAAGGAATGCAAAG ACAGG GGTTTTGAAT ATG ATGG G AAAAT CAATG CCTGGGATCT ATATTACTA 

CATGACTCAGACAGAGGAACTCAAGTATTCCATAGACCAAGAGTTCCT 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACTTO 

GTGTTACACT TTAT ACTGTGAAGGATAAAG CTACAGG AG AAGTATTGGG ACAGTTC TATTTGG ACCTCT AT CCAAGGGA 
AGGAAAATACAATCATGCGGCCTG CTTCGGTCTCCAGCCTGGCTGCCTTCTGCCTGATGGAAGCCGGATGATGG CAGTG 
GCTGCCCTC^TGGTGAACTTCTCACAGCCAGTGGCAGGTCGTCCCTCTCTCCTGAGACACGACGAGGTGAGGACTTACT 
TTCATGAGTTTGGTGACGTGATGCATCAGATTTGTGCACAG^ 
TGACITTTGTAGAGGTGCCATCGCAAATGCTTGAAAATTGGGTGTGGGACGTC 

TATAAAG ATGG AAG C CCTATTG CAGACG AT CTGCTTG AAAAACT TGTTG CTTCG CIT'ATCTTATTAGGTCTT CTGAC CC 

TGCG C CAGATTGTTTTG AG CAAAGTTG AC CAG TCT CTT CATACCAACACAT CG CTGG ATGCTGCAAGTGAAT ATG CCAA 

ATACTGCTCAGAAATATTAGGAGTTGCAGCTACTCCAGGTACAAATATGCCAGCTACCTTTGG^ 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTC 

GGATAATGAATCCAGAGGTAGTTGGAATGAAATAC^GAAACCTAATCCTC^ 

CATGCTTCCACAATTTCTTGAAACGTGAGCCAA^ 

GGGGATCTTTGGTAGCCGTCCATGTCTGGAGGACAAG 



A disclosed NOV6d polypeptide (SEQ ID NO:18) encoded by SEQ ID NO:17 is 
presented using the one-letter amino acid code in Table 6K. NOV6d amino acid changes, if 
any, are underlined in Table 6K. 



Table 6K. Encoded NOV6d protein sequence (SEQ ID NO:18). 



MIARCIJ^VRSriRRVGGSRIIiIiRMTI^REVMSPr^AMSS 

ENCLQALADVEVKYIVERTMIiDPPQHVSSDKEVRAASTEADKRL 

KMGKRNGIiHLPEQVQl^I KSMKKRMSELCIDFNKNI^ 

CI PETRRRMEMAFNTRCKEENTIII^QLJjPLRTKVAKLLGYSTHADPV^ 

KKKECKDRGFEYDGKINAWDLYYYMTQTEELKYS IDQEFIjKEYFPIEVVTEGLIjNTYQEIjIjGLSFEQM 
KATCEVIjGQFYLDLYPREGKyiraAACFGLQPGCIjLPDGSRMMAVAALVV^ 
DFARFSGTNVETDFVEVPSQMLENWVWDVDSLRRIiSKHYKDGSPIADDLLE 
ASEYAKYCSBILGVAATPGTNMPATFGHIaAGGYDGQYYGYLWSEW 

MLHNFLKRE PNQKAFLMS RGLHAP 

A disclosed NOV6e nucleic acid (also referred to as c99.458) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6L. NOV6e 
nucleotide changes are underlined in Table 6L. 



Table 6L. NOVtfe Nucleotide Sequence (SEQ ID NO:19) 



CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCT 

AAGATGGGATCTTTCACCAGAGCAAATTAAAACAAGAACTGAGGAGCT 
GTTGGAATGCTCGCTATTGAG^SAAGTAACITACX^GAACTGTCT 
TGGAAAGGACCATGCTAGACTTTCCCCAGCATGTATCCrCTCACAAAGA^ 
AAGJVCTTTCTCGTTTTGATATTGAGATGAGGATG^ 

GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTCAATTAAAATGGGGAA 
TTCCTGAACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAATGAGTC 
CAATGAGGATGATACCTTCCTTGTATTTTCCA^ 
AAGACAGATGATGACAAGTATAAAATTACCTTAAAATATCGAC^ 

AAAC CAGAAGAAGGATGGAAATGGCTTTT AATACAAGGTG CIAAAGAGGAAAACACCATAATTTTGCAG CAGCTACTCCC 

ACTGCGAACCAAGGTGGCCAAACrACTCGGTTATAGCACACATGCTGACT 

ACAAGCCGCGTAAC^GCCTTTCTAGATGATTTAAGCCAGAAGTTA 

TGAATTTGAAGAAAAAGGAATGCAAAGACAGGGGTTTTGAATATGATC 

CATCACTCAGACAGAGGAACTCAAGTATTCCATAGACCA^ 
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GAAGGCTTGCTGAACACCTACCAGGAGTTGTTG^ 

GTGTTACACTTTATACrGTGAAGGATAAAGCTACAGGAGAAGTATTGGGACA 

AGGAAAATACAATCATGCGGCCTGCTTCGGTCTCCAGCCTGGCTGCCTTCTGCCTGATG 

GCTGCCCTCGTGGTGAACTTCTCAC^GCCAGTGGCAGGTCGTCCCTCT 

TTCATGAGTT1GGTCACGTGATGCATCAGATTTGTGCA 

TGACTTTGTAGAGGTGCCATO3CAAATGCTTGAAAATTGGGTGTC 

TATAAAGATGGAAGCCCTATTGCAGACGATCTGCTTGAAAAACTTGTTC 

TG CG C GAG ATTGTTTTGAG CAAAGTTGAT CAGTCT CTCCAT ACCAACA CATCGCTGGATG CTG CAAGTGAAT ATG CCAA 

ATACTGCTCAGAAATATTAGGAGTTGCAGCTACTCCAGGT^ 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAA 

GGATAATGAATCCAGAGGTAGTTGGAATGAAATACAGAAACCTAATCCTGAAACCTGGG^ 

CATGCTCCACAATTTCTTGAAATOTGAGCCAAACCAAAAAGCGTTCCT 

GGGGATCTTTGGTAGCCGTCCATGTCTGGAGGACAAG 



A disclosed NOV6e polypeptide (SEQ ID NO:20) encoded by SEQ ID NO: 19 is 
presented using the one-letter amino acid code in Table 6M. NOV6e amino acid changes, if 
any, are underlined in Table 6M. 



Table 6M. Eecodedl NOV6e proteim sequence (SEQ ID NO:20). 



MIARCLLAVRSI^VGGSRIIiRMTIXSREVMSPI^A^ 
ENCI^ALADVEVKYIVERTMI*DFPQHVSSDKEV^ 
KMGKRNGI^LPEQVQNEIKSMKKRMSEIXTIDFNK^ 
CIPETRRRMEMAFNTRCKEENTIIIjGXJIjLPIaRTKVAKLIjGYS 

KKKECKDRGFEYIXSKINAWDIjYYYMTQTEEIiKYS IDQEFXKEYFPI EVVTEGLIjNTYQELIjGLSPEQMTDAHVWNKSVTLyTVKD 

KATGEVLGQFYLDLYPREGKYNHAACFGLQPGCLLPDGSRMMAVAAliVVNFSQ 

DFARFSGTNVETDFVEVPSQMLENWVWDVDSLRRLSKHYK^ 

ASEYAKYCSEI 1/SVAATPGTNMPATFGHLAGGYDGQYYGYIiWSEVFSMDMFYSCFKKEG IMNPEWGMKYRNLI LKPGGSLDGMD 
MUOJFLKRE PNQKAFLMSRGLHAP 



A disclosed NOV6f nucleic acid (also referred to as 13375341) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6N. NOV6f 
nucleotide changes are underlined in Table 6N. 



Table 6N. NO V6ff Nucleotide Seqmemice (SEQ IB NO:21) 



CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCGAAGCCTCCGCAGG^ 
TCAGAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTT^ 

AAGATGGGATCTTTCACCAGAGCAAATTAAAACAAGAACTGAGGAGCrrGATTGTGCAGA 

GTTGGAATG CTCGGTATTG AGGAAGT AAC TTACGAGAAC TGT CTGCAGGCACTGG CAGATGT AGAAGTAAAGTATAT AG 

TGGAAAGGACCATGCTAGACTTTCCCCkGCATGTATCCTCTC 

AAGACTTTCTCGTTTTGATATTGAGATGAGCATGAGAGGAGATATATTTGA 

GATCTCGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTCAATTAAAAT^ 

TTCCTGAACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAATGAGTGAGCTATGTAT^ 

CAATGAGGATCATACCTTCCTTGTATTTTCCAAGGCIX^ 

AAGACAGATGATGAGAAGTATAAAATTACCTTAAAATATCCACACTATTTCCCTC 

AAACCAGAAG AAGGATGGAAATGG CTTTTAATACAAGGTGCAAAGAGGAAAACACCATAATTTTG CAG CAG CT ACTCCC 

ACTGCGAACCAAGGTGGCCAAACTACTCGGTTATAGCACACATGCTGACm 

ACAAGCCGCGTAACAGCCTTTCTAGATGATTTAAGCCAGAAGTTAAA^ 

TGAATTTGAAGAAAAAGGAATGCAAAGACAGGGGTTTTGAATATGATGGGAAAATC 

CATGACTCAGAC^GAGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGAATACTTCCCA 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTCGGA 

GTGTTACACTTTATACTGTGAAGGATAAAGCTACAGGAGAAGTATTGGGACAGTTCT^ 
AGGAAAATACAATCATGCGGCCTGCTTCGGTCTCCAGCCTGGCTGCCTTCTGCCTGATGGA^ 
G CTG C C CTCGTGGTGAACTTCTTCACAG CCAGTGGC^ 

TGACTTTGTAGAGGTGCCATCGCAAATGCTTGAAAATTGGGTC^ 

TATAAAGATGGAAGCCCTATTGCAGACXIATCTGCTTGAAAAACTTGTTC 

TGCGCCAGATTGTTTTGAGCAAAGTTGATCAGT 

ATACTG CTCAG AAATATT AGGAGTTG CAG CTACTCCAGGTACAAATATG CCAG CTACCTTTGGACATTTGG CAGGGGGA 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTTCCATGGATATC 

GGATAATGAATCCAGAGGTAGTTGGAATGAAATACAGAAACCTAATC(n^ 

CATGCTCCACAATTTCTTGAAACGTGAGCCAAACCAAAAAGCGTTCCTAATGA 

GGGGATC^TTTGGTAGCCGTCCATGTCTGGAGGACAAG 
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A disclosed NOV6f polypeptide (SEQ ID NO:22) encoded by SEQ ED NO:21 is 
presented using the one-letter amino acid code in Table 60. NOV6f amino acid changes, if 
any, are underlined in Table 60. 



Table 60. Encoded NOV6f protein sequence (SEQ ID NO:22). 

M I ARCLLAVRS LRRVGGSR I LLRMTLGRE VMS PLQAMS S YTVAGRNVXiRWDLS PEQ I KTRTEEL I VQTKQ VYD AVGMLGI EEVTY 

ENCLQALADVEVKYIVERTMLDFPQHVSSDKEVR^ 

KMGKRNGLHLPEQVQNEIKSMKKRMSELCIDFNKNI^EDDTF^^ 

CI PETRRRMEMAFNTRCKEENTI I LQQIiLPLRTKVAKLLGYSTHADFVIjEMNTAKSTSRVTA FI IiNIa 

KKKECKDRGFE YDGKINAWDLYYYMTQTEEIiKYS IDQEFLKEYFPI EVVTEGLIiNTYQEIJ^I J SFEQMTDAHVWNKSVTIiYT\ra 
KATGEVUSQFYLDLYPREGKYNHAACFGI^PGCIjIjPDGSRMMAVAAI* 

DFARFSGTNVETDFVEVPSQMLENWVVTOVDSIJIRLSKHYKDGS P I ADDIiLEKLVASU^IjGIjLTIiRQIVIiSKVDQSLHTNTSPDA 
AS EYAKYCS E 1 1X5 VAAT PGTNMPAT FGHIAGG YDGQYYGYXiWSEVFSMDMFYSC FKKEGI MNPEVVGMKYRNIiI LKPGGS LDGMD 
MLHNFIiKRE PNQKAFLMSRGLHAP 



A disclosed NOV6g nucleic acid (also referred to as c99.459) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6P. NOV6g 
nucleotide changes are underlined in Table 6P. 



Table 6P. NOV6g Nucleotide Sequence (SEQ ID NO:23) 

CCTCTCAGCGOTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCGAAGCCT 

TCAGAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTTCAGGCAATGTCTTCCT 

AAGATGGGATCTTTCACCAGAGa^TTAAAACAAGAACTGAGGAGCT 

GTTGGAATG CT CGGTATTGAGG AAGT AACTTACG AGAACTGT CTGCAGGCACTGG CAG ATGTAGAAGTAAAGT ATATAG 

TGGAAAGGACCATG CTAG ACTTTCCCCAGCATGTATCCTCTGACAAAGAAGTACGAGCAG CAAG TACAGAAGCAGACAA 

AAGACTTTCTCGTTTTGATATTGAGATGAGCATGAGAGGAGATATATTTGAGA 

GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTCAATTAAAATGGGGAA^ 

TTCCTGAACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAATGAGT 

CAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCTGAACTTGGTGCTCT 

AAGACAGATGATGACAAGTATAAAATTACCITAAAATATCCACACTATTTCCCT 

AAACC AGAAG AAGGATGGT^AATGG CTTTT AAT ACAAGGTGCAAAGAGGAAAAGACC^TAAT^ CAGCAGCTACTCC C 
ACTGCGAACCAAGGTGGCCAAACTACTCGGTTATAGCAC^^ 

ACAAGCCGCGTAAC^GCCTTTOTAGATGATTTAAGCCAGAAGTTAAAACCCTTGGG 

TGAATTTGAAGAAAAAGGAATGCAAAGACAGGGGTTTTGAATATGATC 

CATGACTCAGACAGAGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGAATAC 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACnTTC^ 

GTGTTACACTTTATACTGTGAAGGATAAAGCTACAGGAG 

AGG AAAAT ACAAT GATG CGGCCTG CTTCGGTCTC CAGCCTGGCTGCCTTC TGCCTG ATGGJ^ 

GCTGCCCTCGTGGTGAACTTCTCACAGCCAGTGGCAGGTCGTCCCTCrCT 

TTCATGAGTTTGGTCACGTGATGCATCAGATTTG 

TGACTTTGT AGAGGTG C CATCGCAAATG CT TGAAAATTGGGTGTGGG ACGTCGATTCCCTCCGAAGATTGTCAAAACA 
TATAAAGATGGAAGCCCTATTGCAGACGATCTGCTTGAAAAACriX? 

TG CCAG ATTGTTTTGAG CAAAGTTGATCAGTCTCTTCATACCAACACATCG CTGGATGC CG CAAGTGAATATG CCAA 
ATACTGCTCAGAAATATTAGGAGTTGCAGCTACTCC^ 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTTCCATGGATATC 
GGATAATGAATCCAGAGGTAGTTGGAATGAAATACAGAAACCTAATCCTGAAACCT^ 
CATG CTC<^CAATTTCTTG AAACGTGAGCCAAACCAAAAAGCX5 

GGGGATCTTTGGTAGCCGTCCATGTCTGGAGGACAAG 



A disclosed NOV6g p<?lypeptide (SEQ ID NO:24) encoded by SEQ ID NO:23 is 
presented using the one-letter amino acid code in Table 6Q, NOV6g amino acid changes, if 
any, are underlined in Table 6Q. 



Table 6Q. Encoded NOV6g protein sequence (SEQ ID NO:24). 



EEVTYENCLQAIjADVBVKYIVBRTMIjDFPQH 
I,EKSIKMGKRNGLHIiPEQVQNEIKSMKK3^SELCIDF1TKNIiNED 

VMKKCCI PETRRRMEMAFNTRCKEENTI ILC^LLPLRTKVAKLIjGYSTHADFVIjEMNTAKSTSRVTAFIiDDLSQKL 

F I IiNLKKKECKDRGFEYDGKI NAWDIiYYYMTQT EEXiKYS I DQEFLKEYF P I EWTEGI*LNTYQEIiI*GIjS FEQMTDAHVWNKSVTTi 

YTVKD KATGEVLGQFYI1DL YPREG KYNHAAC FGIjQ PGCI1I1 PDG S RMMA VAAL WNFS Q P VAGRP S LLRHDEVRTYFHE FGHVMHQ 

ICAQTDFARFSGTNVETDFVEVPSQMLENWVWDVD^ 

TS IiDAAS EYAKYCSE I LGVAATPGTNMPATFGHIiAGGYDGQYYGYIjWS EVFSMDMFYS CFKKEGIMNPEVVGMKYRNIiI I*KPGGS 
LPGMDMLHNFLKREPNQKAFLMSRGLHAP _ 
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A disclosed NOV6h nucleic acid (also referred to as c99.460) is a variant of NOV6a, 
encodes a novel neurolysin precursor-like protein, and is shown in Table 6R. NOV6h 
nucleotide changes are underlined in Table 6R. 



Table 6R. NOV6h Nucleotide Sequence (SEQ ID NO:25) 

TC^GAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTTCAGG CAATGTCTTCCTATACTGTGGCTGG CAGAAATGTTTT 

AAGATGGG ATCTTTCACCAG AG C^AATTAAAACAAG AACTGAGGAG CTCATTGTG CAGACCAAACAGGTGTACGATG CT 

GTTGGAATGCTCGGTATTGAGGAAGTAACTTACGAGAACTGTCTGC^ 

TGGAAAGGACCATGCTAGACTTTCCCC^GCATGTATCCTCTGACAAAGAAGTACG^ 

AAGACTTTCTCGTTTTGATATTGAGATGAGCATGA 

GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGA^ 

TTCCTGAACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAA 

CAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCTGAACTTGGTC 

AAGACAGATGATGACAAGTATAAAATTACCTTAAAATATCCACACTATTTCCCTGTCATGAAGAA^ 
AAACCAGAAGAAGGATGGAAATGGCTTTTAATACAAGGTGCAAAGAGG 

ACTG CGAACCAAGGTGGC CAAACTACTCGG TTAT AG CACACATG CTGACTTCGTC CTTGAAATGAACACTG CAAAGAGC 

ACAAGCCXSCGTAACAGCCTTTCTAGATGATTTAAGCCAGAAGTTAAA^ 

TGAATTTGAAGAAAAAGGAATGCAAAGACAGGGGTTTTGAATATGATGGG 

CATGACTCAGACAGAGGAACTCAAGTATTCCyVTAGACCAAGAGTTCCTCAAG 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACriTTCAT^ 

GTGTTACACTTTATACTGTGAAGGATAAAGCTACAGGAGAAG 

AGGAAAATACAATCATGCGGCCTGCTTCGGTCTCCAGCCTGGCTGCCTTC^ 

GCTGCCCTCGTGGTGAACTTCTCACAGCCAGTGGCAGGTCGTCCCTCTCTCCTGAGACATO 

TTCATGAGTTTGGTCACGTGATGCATCAGATTTGTGCACAGACTC^ 

TGACTTTGTAGAGGTGCCATCGCAAATGCTTGAAAATTGGGTGTGGGAra 

TATAAAGATGGAAGCCCTATTGCAGACGATCTGCTTGAAAAACTTGTTG 

TGC^CCAGATTGTTTTGAGCAAAGTTGATCTGTCTCTTCA 

ATACTGCTCAGAAATATTAGGAGTTGCAGCTACTCCAGGTACAAA 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTTCCATGGATATC 

GGATAATGAATCCAGAGGTAGTTGGAATGAAATAC^GAAACCTAATC 

CATGCTCCA<^ATTTCTTGAAATOTGAGCCAAACCAAAAAGCGTTCCrAAT^ 

GGGGATCTTTGGTAGCCGTCCATGTCTGGAGGACAAG 

5 " 1 

A disclosed NOV6h polypeptide (SEQ ID NO:26) encoded by SEQ ID NO:25 is 
presented using the one-letter amino acid code in Table 6S. NOV6h amino acid changes, if 
any, are underlined in Table 6S. 



Table 6S. Emcoded NOV6h proteimi sequence (SEQ ID NO: 26). 

MIARCIiIAVRSIiRRVGGSRILIiRM^^ 

ENCLQALADVEVKYIVERTMLDFPQHVSSDKBVT^AASTEADKRLSRFDIEMSMRG^ 
KMGKRNGLHLPEQVQNEIKSMIGCRMSELCIDFNKNI^EDDTFLVF 
CIPETRRRMEMAFNTRCKEENTIILQQLLPIiRTK^^ 
KKKECKDRGFEYDGKINAWDLYYYMT^ 

KATGEVI^QFYLDLYPREGKYNHAACFGI^PGCLLPDGSRMMAVAAIiVVNFSQP 
DFARFSGTNVETDFVEVPSQMLENWVWDVDSLRRL^ 
ASEYAKYCSEIU3VAATPGTNMPATFGHIAGGYTC 
MLHNFLKREPNQKAFLMSRGLHAP 



10 A disclosed NOV6i nucleic acid (also referred to as c99.752) is a variant of NOV6a, 

encodes a novel neurolysin precursor-like protein, and is shown in Table 6T. NOV6i 
nucleotide changes are underlined in Table 6T. 



Table 6T. NOV6i Nucleotide Sequence (SEQ ID NO:27) 

CCTCTCAGCGCTCCCATGATCGCCCGGTGCCTTTTGGCTGTGCGA 
TCAGAATGACGTTAGGAAGAGAAGTGATGTCTCCTCTTCAGG 

AAGATGGGATCTTTCACCAGAGC^AATT AAAACAAGAACTGAGGAG CT CAAACAGGTGTACGATGCT 
GTTGG AATG CTCGGTATTGAGGAAGT AACTTACGAG AACTGTCrc CAGG CACTGGCAGATGT AGAAGT AAAGTATATAG 
TGGAAAGGACCATGCTAGACTTTCCCCAGCATGTATCCTCT 
AAGACTTTCTCGTTTTGATATTGAGATGAGCATGAGAGGAGATA^ 
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GATCTGGGGAAGATAAAACCTGAGGCCAGACGATACTTGGAAAAGTCAATT7AAATGGGGAAAAGAAATGGGCTCCATC 

TTCCTGAACAAGTACAGAATGAAATCAAATCAATGAAGAAAAGAATGAGTGAG^^ 

GAATGAGGATGATACCTTCCTTGTATTTTCCAAGGCTGAACTTGGTGCT 

AAGACAGATGATGAC^GTATAAAATTACCTTAAAATATCCACACTATTTCCCTGTCATGAAGAAATGTTGTATCCCTG 
AAAC C AG AAG AAGG ATG G AAATG G CTTTT AAT AC AAGGTG C AAAG AG G AAAACACCAT AATTTTG CAG CAGCT ACTC C C 
ACTGCGAACCAAGGTGGCCAAACTACTCGGTTATAGCACACATGC^ 
AC^^GCCGCGTAACAGCCTTTCTAGATGATTTAAGCCAGAAGTTAAAAC^ 

TGAATTTGAAG AAAAAGG AATG CAAAG ACAGGGGTTTTGAATATGATGGGAAAATCAATG CCTGGG ATCTATATTACTA 

CATGACTCAGACAGAGGAACTCAAGTATTCCATAGACCAAGAGTTCCTCAAGGA 

GAAGGCTTGCTGAACACCTACCAGGAGTTGTTGGGACTTTCATT^ 

GTGTTACACTTTATACTGTGAAGGATAAAGCTACAGGAGAAGTATTGGGACAGTTCTATTTGGACCTCTA 

AGGAAAATACAATCATGCGGCCTGCTTCGGTCTCCAGC 

GCTGCCCTCGTGGTGAACTTCTCACAGCCAGTGGCAGGTC 

TTCATGAGTTTGGTCACGTGATGCAT(^GATTTGTGCACAGACTC 

TGACTTTGTAGAGGTGCCATCGCAAATGCTTGAAAATTGGGT^ 

TATAAAGATGGAAGCCCTATTG CAGACGATCTGCTTGAAAAACTTGTTG CTTCGCTTATGTTATTAGGTCTTCTGACCC 
TGCXJCCAGATTGTTTTGAGCAAAGTTG^TCAGTCTCTTC 

ATACTG CACAG AAATATTAG GAG TTGCAG CT ACTCCAGGT ACAAATATGCCAGC TACCTTTGGACATTTGGCAGGGGGA 

TACGATGGCCAATATTATGGATATCTTTGGAGTGAAGTATTTTCCATC 

GGATAATGAATCCAGAGGTAGTTGGAATGAAATACAGAAACCTA^ 

CATGCTCCACAATTTCTTGAAACGTGAGCCAAACCAAAAAGCGTTCCT^ 

GGGGATCTTTGGTAGCCGTCCATGTCTGGAGGACAAG 



A disclosed NOV6i polypeptide (SEQ ID NO:28) encoded by SEQ ID NO:27 is 
presented using the one-letter amino acid code in Table 6U. NOV6i amino acid changes, if 
any, are underlined in Table 6U. 



Table 6U. Encoded NOV6i protein sequence (SEQ ID NO:28). 

MI ARCIiLAVRSIjRRVGGSRI LI/Rl^IXSREVMSPIiQAMS S YTVAGRNVLRWDLSPEQIKTRTEELI VQTKQVYDAVGMLG I EEVTY 
ENCI1QAI1ADVEVKY I VERTMLDP PQHVS S DKE VRAASTEADKRLSRFD I EMSMRGDI FERI VHLQETCDLGKI KPEARRYLEKS I 
KMGKRNGLHliPEQVQNE I KSMKKRMSELC I DFNKNLNEDDTFIiVF S KAELGAIjPDDF ID S LBKTDDDKYKITLKYPHYFPVMKKC 
CI PETRRRMEMAFNTRCKEENTI I I^LLPLRTKVAKLLGYSTHADPVIjEMNTAKSTSRVTAPLDDLSQ 

KKKECKDRGFEYDGKI NAWDLYYYMTQTEEIjKYS IDQEFLKE YFP I EVVTEGI»IjinTQELI/3IjSFEQP1TDAHVWNKSVTLYTVKD 
KATGEVIjGQFYIjDIjYPREGKYNHAACFGIjQPGCIiIjPDG SRMMAVAALVVNFSQPVAGRPS LLPjnJEVRTYFHEFGHVMHQ I CAQT 
DFARFSGTNVETDFVEVPSQMLENWVWDVDSIiRRLSKHYKDGSPIADDIiLEKL 
ASEYAKYCTEIIX3VAATPGTNMPATFGHIAGGYIX5QYYGYLWSEVFSMD 
MLHNFLKREPNQKAFLMSRGLHAP 



Homologies to any of the above NOV6 proteins will be shared by the other NOV6 
proteins insofar as they are homologous to each other as shown above. Any reference to 
NOV6 is assumed to refer to all three of the NOV6 proteins in general, unless otherwise noted. 

A human genomic clone encompassing exons 1-3 of the neurotensin/neuromedin N 
gene was identified using a canine neurotensin complementary DNA probe. Sequence 
comparisons revealed that the 120-amino acid portion of the precursor sequence encoded by 
exons 1-3 is 89% identical to previously determined cow and dog sequences and that the^ 
proximal 250 bp of 5' flanking sequences are strikingly conserved between rat and human. 
The 5' flanking sequence contains cis-regulatory sites required for the induction of 
neurotensin/neuromedin N gene expression in PC 12 cells, including API sites and two cyclic 
adenosine-5 -monophosphate response elements. Oligonucleotide probes based on the human 
sequence were used to examine the distribution of neurotensin/neuromedin N messenger RNA 
in the ventral mesencephalon of schizophrenics and age- and sex-matched controls. 
Neurotensin/neuromedin N messenger RNA was observed in ventral mesencephalic cells 
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some of which also contained melanin pigment or tyrosine hydroxylase messenger RNA. 
Neurons expressing neurotensin/neuromedin N messenger RNA were observed in the ventral 
mesencephalon of both schizophrenic and non-schizophrenic humans. PMDD: 1436492, UI: 
93063858 

Neurotensin is a small neuropeptide of 13 amino acids that may function as a 
neurotransmitter or neuromodulator in the central nervous system. In the CNS, neurotensin is 
localized to the catecholamine-containing neurons. A catecholamine-producing cell line can 
also produce NT. Lithium salts, widely used in the treatment of manic-depressive patients, 
dramatically potentiate NT gene expression in this cell line, Gerhard etal. (1989) used a 
canine cDNA as a probe on a somatic cell hybrid panel to determine that the human gene is 
located on chromosome 12. 

The tridecapeptide neurotensin (162650) is widely distributed in various regions of the 
brain and in peripheral tissues. In the brain, neurotensin acts as a neuromodulator, in particular 
of dopamine transmission in the nigrostriatal and mesocorticolimbic systems, suggesting its 
possible implication in dopamine-associated behavioral neurodegenerative and 
neuropsychiatry disorders. Its various effects are mediated by specific membrane receptors. 
Vita etal. (1993) isolated a cDNA encoding the human neurotensin receptor and showed that 
it predicts a 418-amino acid protein that shares 84% homology with the rat protein. Le et al. 
(1997) also cloned the human neurotensin receptor (NTR) cDNA and its genomic DNA. The 
gene is encoded by 4 exons spanning more than 10 kb. The authors identified a highly 
polymorphic tetranucleotide repeat approximately 3 kb from the gene. Southern blot analysis 
revealed that the NTR gene is present in the human genome as a single-copy gene. Le et ai 
(1997) stated that the neurotensin receptor has 7 transmembrane spanning regions and high 
homology to other receptors that couple to G proteins. 

The above defined information for NOV6 suggests that NO V6 may function as a 
member of a Neurolysin family. Therefore, the NOV6 nucleic acids and proteins of the 
invention are useful in potential therapeutic applications implicated in various diseases and 
disorders described below and/or other pathologies. For example, the NOV6 compositions of 
the present invention will have efficacy for treatment of patients suffering from behavioral 
neurodegenerative and neuropsychiatric disorders such as schizophrenia, anxiety disorders, 
bipolar disorders, depression, eating disorders, personality disorders, or sleeping disorders, 
Cardiomyopathy, Atherosclerosis, Hypertension, Congenital heart defects, Aortic stenosis , 
Atrial septal defect (ASD), Atrioventricular (A-V) canal defect, Ductus arteriosus, Pulmonary 
stenosis, Subaortic stenosis, Ventricular septal defect (VSD), valve diseases, Tuberous 
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sclerosis, Scleroderma, Transplantation, Adrenoleukodystrophy, Congenital Adrenal 
Hyperplasia, Diabetes, Von Hippel-Lindau (VHL) syndrome, Pancreatitis, Endometriosis, 
Fertility, Inflammatory bowel disease, Diverticular disease, Hirschsprung's disease, Crohn's 
Disease, Hemophilia, hypercoagulation, Idiopathic thrombocytopenic purpura, 
5 immunodeficiencies, Osteoporosis, Hypercalcemia, Arthritis, Ankylosing spondylitis, 

Scoliosis, Endocrine dysfunctions, Diabetes, Growth and reproductive disorders, Psoriasis, 
Actinic keratosis, Acne, Hair growth, allopecia, pigmentation disorders and endocrine 
disorders. The NOV6 nucleic acid encoding neurolysin precursor-like protein, and the 
neurolysin precursor-like protein of the invention, or fragments thereof, may further be useful 
10 in diagnostic applications, wherein the presence or amount of the nucleic acid or the protein 
are to be assessed. 

NOV7 

NOV7 includes six novel gamma-aminobutyric acid (GABA) transporter-like receptor 
proteins disclosed below. The disclosed proteins have been named NOV7a, NOV7b, NOV7c, 
1 5 NOV7d, NO V7e and NOV7f. 

NOV7a 

A disclosed NOV7a nucleic acid of 1763 nucleotides (also referred to bal22ol) 
encoding a novel GABA transporter-like receptor protein is shown in Table 7A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 141-143 
20 and ending with a TAG codon at nucleotides 1716-1719. Putative untranslated regions, if any, 
are found upstream from the initiation codon and downstream from the termination codon in 
Table 7Al, and the start and stop codons are in bold letters. 



Table 7A. NOV7a Nucleotide Sequence (SEQ ID NO:29) 

TCATGAGCCAGAGAGCCCCGGGGCGCCG 

CTCGCCTTCTTGCATCGCXjTTCCCCGCATCCT 

ATGGCCACCTTGCTCCGCAGCAAGCTGTCCAA^ 

TGAGCGGGATGTTCGCCAGGATGGGTTTTCAGGC^ 

CGACGACCTCGACTTTGAGCACCGCCAGGGCCTGC^ 

GGGGACGAGGGCGCTGAAGCGCCCGTCGAGGGAGACATCCATTATG 

CGCCCTCCX^CTCCAAGGACCAGGTGGGAGGTGGTGGC^ 

GGCGTGGGAGGCAGGCTGGAACGTGACCAACG^ 

ATCCTGCACGGCGGCTACCTGGGGTTGTTTCTCATCATCTTCGCCGCCGTTGTGTGCTGCT 

AGATCCTCATCGCGTGCCTGTACGAGGAGAATGAAGACGGC 

CXSCCATAGCC^CGCCTGCTGCGCCCCGCG^ 

ATCATCGAGCTGGTGATGACGTGC^TCCTGTACGTG^ 

CGGGGCTGCCCGTGTCGCAGAAGTCCTGGTCCATTAT 

TAAGAACCTCAAGGCCGTGTCGAAGTTCAGTCTGCT 

GTGATAGCCTACTGTCTATCX3CGGGCGCGCGACTGGG 

AGAAGTTCCCCATCTCCATTGGCATCATCGTGTTCAGOTACACGTCTCAGATCTTCCT 

GGGCAATATGCAGCAGCCCAGCGAGTTCCACTGC^TGATGAACT^ 

AAGGGCCTCrtTCGCGCTCGTOSCCTACCT 
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TGCCCGGCTCCATCCGCGCCGTGGTCAACATCTTTCTGGTGGCCAAGGCGCTOTTGTCCTATCCTCTGCC 
ATTCTTTGCCGCTGTCGAGGTGCTGGAGAAGTTOCTCra 

TGCTACAGCGGCGACX5GGCGCCTGAAGTCCTGGGGGCTGACGCTGCGCTGCGCGCTCGTCGTCTTCACGC 

TGCTCATGGCCATTTATGTGCCGCACTTCGCGCTGCTCATGGGCCTCACCGGCAGCCTCACGGGaSCCGG 
CCTCTGTTTCTTGCTGCCCAGCCTCTTT 

TTCTTCGACGTCGCCATCTTCGTCATCGGCGGCATCTGCAGCGTGTCCGGCTTCGTGCACTCCCTCGAGG 

GCCTCT^TCGAAGCCTACCGAACCAACGCGGAGGACTAGGGCGCAAGGGCGAGCCCCCGCCGCGCTTCTGC 
GCTCTCTCCCTTC 



The disclosed NOV7a nucleic acid sequence, localized to chromosome 20, has 1532 of 
1695 bases (90%) identical to a Homo sapiens vesicular GAB A transporter (VGAT) mRNA 
(gb: acc: AF030253) (E = 4.3e 308 ). 

A disclosed NOV7a polypeptide (SEQ ID NO:30) encoded by SEQ ID NO:29 is 525 
amino acid residues and is presented using the one-letter amino acid code in Table 7B. Signal 
P, Psort and/or Hydropathy results predict that NOV7a does not contain a signal peptide and is 
likely to be localized in the plasma membrane with a certainty of 0.6000. 



Table 7B. Encoded! NOV7a protein sequence (SEQ ID NO:30). 

MATLLRS KLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDLDFEHRQGLQMDI LKAEGE PC 
GDEGAEAPVEGDI HYQRGGGAPL»PPSGSKDQVGGGGEFGGHDKPKI TAWEAGWNVTNAI QGMFVLGLPYA 
I LHGGYLGLFLI I FAAVVCCYTGKILIACIjYEENEDGEVVRVRDSyVAIANACCAPRFPTljGGRVVNVA 
IIELVMTCILYWVSGNIiMYNSFPGLPVSQ 

VIAYCLSRARDWAWEKVKFYIDVKKFPISI Gil VFSYTSQI FliPSLEGNMQQPSEFHCMMNWTHIAACVIj 

KGLFALVAYLTWADETKEVI TDNLPGS I RAWNI FLVAKALLS YPLP FFAAVEVIjEKS LFQEGSRAFFPA 

CYSGDGRIiKSWGLTLRCALWFTIjIJ^ 

FFDVAI FVI GG I CS VSGFVHSLEGIjI EAYRTNAED 



The NOV7a amino acid sequence has 518 of 525 amino acid residues (98%) identical 
to, and 519 of 525 amino acid residues (98%) similar to the Homo Sapiens 525 amino acid 
residue vesicular GABA transporter protein (SPTREMBL-ACC: 035458) (E = 0.0). 

NOV7a is expressed in at least the following tissues/cell lines: Brain, HS-528T/MCF- 
7, BT549/MDA-MB-231, OVCAR-3/OVCAR-4, IGROV-1, OVCAR-8, SK-OV-3 & 
OVCAR-5. 

Novel variants for the NOV7a nucleic acid and vesicular GABA transporter-like 
protein are also disclosed herein as variants of NOV7a. Variants, as described above, are 
reported individually, but any combination of all or a subset are also included. 

A disclosed NOV7b nucleic acid (also referred to as 13374575) is a variant of NOV7a, 
encodes a novel vesicular GABA transporter-like protein, and is shown in Table 7C. NOVTb 
nucleotide changes are underlined in Table 7C. 



Table 7C. NOV7b Nucleotide Sequence (SEQ MP NO:31) 

GAAGGGAGAGAGCGCAGAAGCGCGGCX3GGGGCTC 
AGGCCCTCGAGGGAGTGCACGAAGCCGGACATO 

GGTGCCACAGCAGCTTGCGCCAGAGCAGGCGCAGGTGAAAGAGGCT^ 
GCTGCCGGTGAGGCCCAIX^GC^GCGCGAAGTCCGGCACATAAAT^ 
CGCAGCGTC^GCCCCCAGGACTTCAGGCGCCCGTO 
AGAGCGACTTCTTCCAGCACCTCGACAGCGGCAAAGAATGG 
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GTTGACCACGGCGCGGATGGAGCCGGGCAGGTTATCCGTGATGGCCTCCTTGGTCTCGTCGGCCCAGGTGAGGTAGGCG 

ACGAGCGCGAAGAGGCCCTTGAGCACGCAGGCTGCGATGTGCGTC^GTTra^ 

GCATATTGCCCTCCAGCGAAGGCAGGAAGATCTGAGACGTGTAGCTC 

CTTGACGTCGATGTAGAACITTGACCTTCTCCCAGGCCCAGTCGC^ 

TTGATGACGAAGTGGGCCAGAGTGCACAGCAGACrrcAACTTGGAC^ 

GCAGCACGG CCGTGG CGATAATGGACCAGGACrTCTGCGACACGGGCAGCCCCGGGAAG CTGTTGTACATGAGGTTGCC 
ACTCACCACCACGTACAGGATGCACGTCATCACCAGCTCGATGATCTGCGCTACGTTC^ 
GGGAAGCGCGGGGCGCAGCAGGCGTTGGCTATGGCCACGTACGAGTCC^ 
CCTCGTACAGGCACGCGATGAGGATCTTGCCXSGTGTAGCAGCACACAACGGC^ 

GTAGCCGCCGTGCAGGATGGCGTAGGGTAGGCCCAGCACGAACATGCCCrGGATGGCGTTGGTCACGTTCCAGCCT 

TCCCACG CCGTGATTri^GG CTTGTCGTGGCCCCCGAATTCGCCACCACCT CCCACCTGGTCCTTGG AGCCGGAGGGCG 

GCAGAGGAGCTCCGCTGCCTCGCTGATAATGGATGTCTCCCTCGACGGGCGCrrTCAGCGCCCTCGTCCCCGCAGGGCT 

TCCCTCGGCTTTCAGGATGTCCATCTGCAGGCCCTGGCGGTGCTCAAAGTCGAGGTCGTO 

GCCTCCTCATCCGTGGCCGCCTGAAAACCCATCCTGGTOAACATGCCGCTCATCTTGGC 

ACGTGGCCACGTTGGACAGCTTGCTGCGGAGCAAGGTGGCCATGGCGGCGGTGGGGACAGCGGAAAGGACA 

CGAGGATGCGGGGAACGCGATGCAAGAAGGCGAGGGCTGGGGGGCGCAAAGTC^ 



A disclosed NOV7b polypeptide (SEQ ID NO:32) encoded by SEQ ID NO:31 is is 
presented using the one-letter amino acid code in Table 7D. NOV7b amino acid changes, if 
any, are underlined in Table 7D. 



Table 7D. Encoded NOV7b protein sequence (SEQ ID NO:32). 



MATLLRS KIiSNVATS VSNKSQAKMSGMFARMG FQAATOEEAVGPAHCDDIjDFEHRC^IjQMDI LKAEGE PCGDEGAEAPVEGD I HY 

QRGSGAPLP PSGS KDQVGGGGEFGGHDKPKITAWEAGWNVTNAIQGMFVLGLPYAJIjHGGYIjGLFIjI I FAAWCCYTGKIIiIACL 

YEENEDG EWRVRD S YVAI ANACCAPRF PTLGGRWNVAQI I ELVMTC I LYVVVSGNIiMYNSFPGLP VSQKSWS 1 I ATAVLLPCA 

FLKNLKAVSKFSLLCTLAHFVINILVIAYCIiSRARDWAWEKVKFYIDVKKFPISIGI 

NVmilAACVIiKGLFALVAYIjTWADETKEAITDN^ 

GRLKSWGLTLRC^VVFTLLMAI^ 

SIiEGL I EA YRTNAED 



A disclosed NOV7c nucleic acid (also referred to as 13374576) is a variant of NOV7a, 
encodes a novel vesicular GABA transporter-like protein, and is shown in Table 7E. NOV7c 
nucleotide changes are underlined in Table 7E. 



Table 7E. NOV7c Nucleotide Sequence (SEQ ID NO:33) 



GAAGGGAGAGAGCXXTAGAAGCGCXX^CGGGGGCrCGCCCTTGC 

AGGCCCTCGAGGGAGTGC^CGAAGCCGGAGACGCTGCAGATGCCXSCCGATGACGAAGA 
GGTGCCACAGCAGCTTGCGCCAGAGCAGGCGCAGGTGAAAGAGGCT^ 

GCTG CCGGTGAGG C CCATGAGCAGCGCGAAGTGCGG CACATAAATGGCCATGAG CAGCGTGAAGACG ACGAGCGCGCAG 

aSCAGCGTCAGCCCCCAGGACTTCAGGCGCCCGTCGCCG 

AGAGCGACTTCTCCAGCACCTCGACAGCGGCAAAGAATGGCAG^ 

ACGAGCGCGAAGAGGCCCTTGAGCACGGAGGCrTGC^ 

GCATATTGCCCTCCAGCGAAGGCAGGAAGATCTGAGACGTGTAGCTGAACACGATGATC 
CTTGACCTO^TGTAGAACTTGACCITCTCC 

TTGATGACGAAGTGGGCCAGAGTGCACAGCAGACTGAACTTGGAC^ 

ACTCACCACCACGTACAGGATGCAOSTCATCACCAGCTC^ 

GGGAAGCGCGGGGOTCAGCAGGCGTTGGCTATGGCCACGTACG^ 

CCTCGTACAGGCAOSCGATGAGraATCTTGCC^ 

GTAGCCGCCGTGC^GGATGGCGTAGGGTAGGCCCAGCAOSA^ 

TCCCACGCCGTGATTTTGGGCTTGTCGTGGCCCCCGAATTCG 

GC^GAGGAGCTCCGCTGCCTCGCTGATAATGGATGTCTC^ 

TCCCTCGGCTTTCAGGATGTCCATCTGCAG^ 

GCCTCCTCATCCGTGGCCGCCTGAAAACCC^TCC^ 

ACGTGGCCACGTTGGACAGCTTGCTGCGGAGCAAGGTGGCCATGGC^ 

CGAGGATGCGGGGAACXSCGATGCAAGAAGGCGAGGGCTGGGGGGCGCAAAGTCGCTATCTC 



A disclosed NOV7c polypeptide (SEQ ID NO:34) encoded by SEQ ID NO:33 is is 
presented using the one-letter amino acid code in Table 7F. NOV7c amino acid changes, if 
any, are underlined in Table 7F. 
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Table 7F. Encoded NOV7c protein sequence (SEQ ID NO:34). 

^TIJJISKLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDI^ 
QRGSGAPLPPSGSKDQVGGGGEFGGHDKPKITAWEAGWNVTNAIC^^ 
YEENE!X5EVVRVRDSyVAIANACC^PRFPTIX3GRVVNVAQIIELVMT 
FTjKNIjKAVSKFSLLCTIJUiFVINILVIAYCLSRARDWA 

NWTH I AACVLKGLFALVAYIiTWAD ET KEVI TDNLPG S I RAWNI FLVAKAIjLS YPLPFFAAVEVLEKSLFQEGSRAF F P ACYSGD 
GRLKSWGLTLRGAIjWFTLLMAIYV^ 



A disclosed NOV7d nucleic acid (also referred to as 13374577) is a variant of NOV7a, 
encodes a novel vesicular GABA transporter-like protein, and is shown in Table 7G. NOV7d 
nucleotide changes are underlined in Table 7G. 



Table 7G. NOV7d Nucleotide Sequence (SEQ IB NO:35) 
"gaagggagagagc^^ 

aggccctcgagggagtgcacgaagccggacacxsctgc^gat 

ggtgccacagcagcttgcgccagagcaggcgcaggtga 

gctgccggtgaggccc^tgagcagcgcgaagtgo^cac^taaatggccatgag 

CGCAGCX3TCAGCCCCCAGGACTTCAGGCGCCCX5TCGCCGCTGTAGCAGIGCCX3GGAAAAA 

AGAGCGACTTCTCCAGCACCTCGACAGCGGCAAAGAATGGCAGAGGATAGGAC 

GTTGACCACGGCGCGGATGGAGCCX3GGCAGGTTATCCGTGATGGCCTCCTTGG 

ACGAGCGCGAAGAGGCCCITGAGCACGCAGGCTGCGATGTGOT 

GCATATTGCCCTCCAGCGAAGGCAGGAAGATCTGAGACG 

CTTGACGTCGATGTAGAACTTGACCTTCTCCCAGGCCCAGT 

TTGATGACCAAGTGGGCCAGAGTGCACAGCAGACTGAACTTGGACACGGCCTT^ 

GCAGCAOSGCCGTGGCGATAATGGACC^GGACTTCTGC^ 

ACTCACCACC^CGTACAGGATGCACGTCATCACCAGCTC^ 

GGGAAGQSCGGGGCIGCAGCAGGCGTTGGCTATGGCCGCGTACGAGTCCCGC^ 

CCTCGTAGAGGCACGCGATGAGGATCTTGCCXK3TC 

GTAGCCGCCGTGC AGGA TGGCGTAGGGTAGGCCCAGCACGAACATGCCCTGGATGGCGTTGGT 

TCCCACGCCGTGATTTTGGGCTTGTCGTGGCCCCCGAATTCX3CCACC^ 

GCAGAGGAGCTCCGCTGCCTCX3CTGATAATGGATC 

TCCCTCX3GCTTTCAGGATGTCCATCTGGAG^ 

GCCTCCTCATCOTTGGCCXSCCTGAAAACCCATCCTGGCGA^ 

ATOTGGCCACGTTGGACAGCTTGCTGCX3GAGCAAGGTGGC 

CXSAGGATGCGGGGAACGCGATGC^GAAGGCGAGGGCTGGGGGGCGCAAAGTC 



A disclosed NOV7d polypeptide (SEQ ID NO:36) encoded by SEQ ID NO:35 is 
presented using the one-letter amino acid code in Table 7H. NOV7d amino acid changes, if 
any, are underlined in Table 7H. 



Table TEL Enncoded NOV7d proteta sequemce (SEQ IB NO:36). 

^TLLRSKLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDL^ 

QRGSGAPLPPSGSKDQVGGGGEFGGHDKPKITAWEAGWNTO 

YEENEDGEWRVRDSYAAIANACCAPRFPTI^ 

FIiKNLKAVSKFSI^CTIJUJFVINILVIAYCLSRARDWAWEKV^ 

NVmilAACVLKGliFALVAYLTWADETKEAITDNLPGSIRAVVNIFLVAKAIiliSY 

GRIjKSWGLTLJlCAIjVVFTIil^MAIWPHFAXJjMGLTGSLTGAGIjCFI^ 

SLEGLI EAYRTNABD 



A disclosed NOV7e nucleic acid (also referred to as 13374578) is a variant of NOV7a, 
encodes a novel vesicular GABA transporter-like protein, and is shown in Table 71. NOV7e 
nucleotide changes are underlined in Table 71. 



Table 71. NOV7e Nucleotide Sequence (SEQ IB NO:37) 

GAAGGGAGAGAGCG^ 

AGGCCCTCGAGGGAGTGCAOSAAGCCGGACACGCT 
C^TGCCACAGCAGCTTGCGCCAGAGCAGGCGCAGGTGAA 
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GCTGCCGGTGAGGCCCATG AGCAG CG CGAAGTGCGGCACATAAATGGCCATGAG CAGCGTG AAGACGACGAGCGCGCAG 
CGC^GCGTCAGCCCCCAGGACTTCAGGCGCCCGTCGCOSCTGTAGCA^ 

AGAGCGACTTCTCCAGCACCTCGACAGCGGCAAAGAATGGCAGAGGATAGGAC^^CAGCGCCTTGGC 

GTTGACCACGGCGCGGATGGAGCCGGGCAGGTTATCCGTGATGGCCTCCTTGGTCTCGTCGGCCCAGGTGAGGTAGGCG 

ACGAGCGCGAAGAGGCCCTTGAGCACGCAGGOTGCGATGTGCGTCCAGTTCATCATGCAGTGGAACTCGCTGGGCTGCT 

GCATATTGCCCTCCAGCGAAGGCAGGAAGATCTGAGACGTGTAGCTGAACACGATGATGCCAATGGAGATGGGGAACTT 

CTTGACGTCGATGTAGAACTTGACCTTCTCCCAGGCCC3VGTCGCG 

TTGATGAOTAAGTGGGCCAGAGTGCAGAGGAGACTGAACT^ 

GCAGCACGGCCGTGGCGATAATGGACCAGGACTTCTGCGACACGGGCAGCCCCGGGAAGCn3TTGTACATC 

ACTCACCACCACGTACAGGATGCACGTCATCACCAGCTCGATGATCTGCGCTACGTTCACCACTCGGCCGCCCAGCGTT 

GGGAAGCGCGGGGCGCAGCAGGaSTTGGCTATGGCCAOSTACGACT 

CCTCGTACAGGCACGCGATGAGGATCTTGCCGGTGTAGC^GCACACAACGGCGGCGAAGATGATGAGAAACAA 

GTAGCCGCCGTGCAGGAIX3GCGTAGGGTAGGCCCAGCACGAACATC 

TCCCACGCCGTAATTTTGGGCTTGTCGTGGCCCCCGAATTCGCCACCACCTCCCACCT 

GCAGAGGAGCTCCGC^CCrCGCTGATAATGGATGTCTCCCTCGACG^ 

TCCCTCGGCTTTCAGGATGTCCATCTGCAGGCCCTGGCXK3TGCT 

GCCTCCTCATCCGTGGCCGCCTGAAAACCCATCCTGGCGAACATGCCGCrrC^ 

ACGTGGCCACGTTGGACAGCI^GCTGOSGAGCAAGGTGGCCATGGCGGCGGTGGGGACAGCGGA 

CGAGGATGCGGGGAACGCGATGCAAGAAGGCGAGGGCTGGGGGGCGCAAAGTCGCTATOTCCGCTTGCTCTCCGC 



A disclosed NOV7e polypeptide (SEQ ID NO:38) encoded by SEQ ID NO:37 is 
presented using the one-letter amino acid code in Table 7J. NOV7e amino acid changes, if 
any, are underlined in Table 7J. 



Table 7J. Encoded NOV7e protein sequence (SEQ ID NO:38). 

MATLLiRSKLSm^ATSVSNKSQAKMSGMFARMGFQAATDEEAVGPAHCDDLDFEH 
QRGSGAPI,PPSGSKDQVGGGGEFGGHDKPK^TAWEAG^VTNAIOX5MFVM 

YEENEDGEWRVRDS YVA1ANACCAPRFPTLGGRWNVAQI IBLVMTCI LYWVSGNLMYNSPPGIjPVSQKSWSI IATAVLLPCA 
FLKNI*KAVSKFSIjLCITiAHFVINIIiVIAY IGI I VFSYTSQI FLPSLEGNMQQPSEFHCMM 

NWTHIAACVLKGIjFAIiVAYLTWADETKEAITDNLPGS IRAWNI FLVAKALLSYPLPFFAAVEVLEKSIiFQEGSRAFFPACYSGD 
GRIjKSWGLTLRCALVVFTLLMAIYVPHFA 

S LEGLI EAYRTNAED 



A disclosed NOV7f nucleic acid (also referred to as 13374579) is a variant of NOV7a, 
encodes a novel vesicular GAB A transporter-like protein, and is shown in Table 7K. NOV7f 
nucleotide changes are underlined in Table 7K. 



Table 7K. NOV7f Nucleotide Sequence (SEQ ID NO:39) 



GAAGGGAGAGAGCGCAGAAGCX5C<^CGGGGGCrCX5CCCTTGCGCCCTAG 
AGGCCCTCGAGGGAGTGCA03AAGCCGGACACX?CTGC^GATGCCGCCGATGACGAAGA^ 

GGTGCCACAG CAGCTTG CGCCAGAGCAGG CG CAGGTGAAAGAGG CTGGGCAG CAAGAAACAGAGG CCGGCG C CCGTGAG 
G CTGCCGGTGAGG CC CATGAG CAG CGCG AAGTG CGGCACATAAATGG CCATGAGCAGCGTGAAGACG ACGAG CGCGC^G 
CGCAG03TCAGCCCCCAGGACTTCAGGCGCCCGTCGCCX3CTGTAGCAGGCCGGGAAAA^ 
AGAGCGACTTCTC<IAGCACCTCX^CMCXK3CAAAGAATGG 
GTTGACCACGGCGCGGATGGAG^CGGGCAGGTTATCCGTGATGGCCTCCTTGGT 

ACGAGCGCGAAGAGG CCCTTGAG GACX5CAGG CIX3CGATGTGCGTCCAGTTCATCATG CAGTGGAACTCG CTGGGCTGCT 
GCATATTGCCCTCCAGCGAAGGCAGGAAGATCTGAGACGTGTAGCTGAACACGATGAT^ 
CTTG&CGTCX5ATGTAGAACTTGACCTTCTCCCAGGCCCAG 
TTGATGACX1AAGTGGGC<2AGAGTGCA(ZAGGAGACTGA 

GCAGCACGGCCGTGGCX^TAATGGACCAGGACTTCTGCGACACGGGCAGCCCCG^ 

ACTCAC CACCACGTACAGGATGCACGTCATCACCAG CTCX^TGATCTGCGCTACGTTCAC CACTCGG CCGCCCAGCGTT 
GGGAAGCGCGXK3GCGCAGCAGGCGTTGGCTATG<K!CACGTACGACT 

CCTCGTACAGGCACGCGATGAGG ATCTTG C CX3GTGTAGCAG CACACAACGGCGGCG AAGATGATGAGAAACAAC CCCAG 

GTAGCCGCCGTGCAGGATGGCGTAGGGTAGGCCCAG CACGAACATG C CCTGGATGG CGTTGGTCACGTTCCAG CCTGCC 

TCCCACGCCGTGATTTTGGGCTTGTCGTGGTCCCCGAATTCGCCACC^CCTCC 

GCAGAGGAGCTCCGCTGCCTC^OTGATAATGGATGTCTCCCrCGACXSGGC^ 

TCCCTCGGCTTTCAGGATGTCCATCTGCAGGCCCTGGCGGTGCTCAAAGTCGAGG 

GCCTCCTCATCCGTGGCCGCCTGAAAACCCATCCTGGC^ 

ACGTGGCCACGTTGGACAGCTTGCTGCGGAGCAAGGTGGCCATGGCGGCGGT^ 

CGAGGATGCGGGGAAQ3CGATGCAAGAAGGCGAGGGCTGGGGGGC!GCAAAGTro 
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A disclosed NOV7f polypeptide (SEQ ID NO:40) encoded by SEQ ID NO:39 is 
presented using the one-letter amino acid code in Table 7L. NOV7f amino acid changes, if 
any, are underlined in Table 7L. 



Table 7L. Encoded NO V7f protein sequence (SEQ ID NO:40). 



MATI*I*RS KLSNVATS VSNKSQAKMSGMFARMG FQAATDEEA VGFAHCDDI*DFEHRQGLQMDIIjKAEGE POGDEGAEAPVEGDI HY 

QRGSGAPLPPSGSKDQVGGGGEFGDHDKPKITAWEAGWNVTNAIQ^ 

YEENEIXSEVVRVRDSYVAIANACCAPRFPTI^GRVVN^^ 

FLK3^KAVSKFSLLCTIiAHFVINIIjVTAYCIiSRARDWAWEKVKFYIDVKKFPISIGIIV 

NWTHI AACVIiKGIiFAIjVAYIjTWADETKEAITDNLPGS I RAWNI FLVAKAIiLS YPLPFFAAVEVLEKSLFQEGSRAFFPACYSGD 
GRLKS WGLTLRCALWFTI*LMAI YVPHFALLMGLTGS LTG AGLCFliLP S LFHIiRIjIiWRKIiLWHQVFFD VAI FVIGGI CSVSG FVH 
S LEGLI EAYRTNAED 



NOV7a - NOV7f are very closely homologous as is shown in the nucleic acid 
alignment in Table 7M and the amino acid alignment in Table 7N. 



Table 7M Nucleic Acid Alignment of NOV7a - NOV7f. 

10 20 30 40 50 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374575 



NOV7a bal22ol 
N0V7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 13374575 
NOV7c 13374576 
NOV7d 13374577 



100 



150 




200 



BE ST AVAILABLE 



MCCATGAGCAGCGCGAAGTGCGGCACATAAATGGC 
Be C ATG AG CAG CGCGAAGTG CGG CACAT AAATGGC 



WO 02/29058 

N0V7e 13374578 
NOV7f 13374579 



310 



320 



330 



340 



350 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 




BEST AVAILABLE COPY 



WO 02/29058 

N0V7c 13374576 
NOV7d 13374 577 
NOV7e 13374578 
NOV7f 13374579 



N0V7a bal22ol 
NOV7b 13374575 
NOV7c 13374576 
NOV7d 13374 577 
NOV7e 13374578 
N0V7f 13374579 



NOV7a 
NOV7b 
NOV7c 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
N0V7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



N0V7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 




TGGAGATGGGGAACTTCTTGACGTCGATGTAGAAC 
ATGGAGATGGGGAACTTCTTGACGTCGATGTAGAACj 
ATGGAGATGGGGAACTTCTTGACGTCGATGTAGAAC, 
ATGGAGATGGGGAACTTCTTGACGTCGATGTAGAAC 



760 



770 



780 



790 



800 




850 



860 



870 



880 



890 



900 



TGGACACGGCCTTGAGGTTCTTAAGGAAGGCGCAAGGCAGCAGCACGGCC 
TGGACACGGCCTTGAGGTTCTTAAGGAAGGCGCAAGGCAGCAGCACGGCC 
TGGACACGGCCTTGAGGTTCTTAAGGAAGGCGCAAGGCAGCAGCACGGCC 
TGGACACGGCCTTGAGGTTCTTAAGGAAGGCGCAAGGCAGCAGCACGGCcl 



910 



920 



930 



940 



950 




1000 



1050 



1060 

pctaR 



1070 

CGT< 



1080 

lit- 



vrgjccA 



1090 
TTG 



1100 



GTTGGGAAGCGCGGGGCGCAGCAGGCGTTGGCTATGGCCACGTACGAGTC 
GTTGGGAAGCGCGGGGCGCAGCAGGCGTTGGCTATGGCCgcGTACGAGTC 
GTTGGGAAGCGCGGGGCGCAGCAGGCGTTGGCTATGGCCACGTACGAGTC 
GTTGGGAAGCGCGGGGCGCAGCAGGCGTTGGCTATGGCCACGTACGAnTr 



1110 



1120 



1130 



1140 




1150 



1160 

-.|... 



1170 



1180 

..|... 
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NOV7a bal22ol 
NOV7b 13374575 
NOV7c 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



PCT/US01/31248 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 133 74575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



NOV7a 
N0V7b 
N0V7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



N0V7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
N0V7e 13374578 
N0V7f 13374579 



NOV7a 
NOV7b 
NOV7C 
N0V7d 
NOV7e 
NOV7f 



ba!22ol 

13374575 

13374576 

13374577 

13374578 

13374579 




NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
N0V7e 13374578 
NOV7f 13374579 



1460 1470 



1480 



1490 



GGGCTCTCCCT 
GGGCTCTCCCT 
GGGCTCTCCCT 
GGGCTCTCCCT 
GGGCTCTCCCT 



1500 




1510 



N0V7a 
NOV7b 
NOV7c 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 




1520 
L 



1530 



1540 



1550 



CGCAaTitCGCGMGCl^CAraffGgCpqCTCAgq 

CGCAATGCGCGAAGCCCACCGCCTCCTCATCC 

CGCAATGCGCGAAGCCCACCGCCTCCTCATCC 

CGCAATGCGCGAAGCCCACCGCCTCCTCATCC 

CGCAATGCGCGAAGCCCACCGCCTCCTCATCC 

CGCAATGCGCGAAGCCCACCGCCTCCTCATCC 



1560 



1570 



1580 



NOV7a 
N0V7b 
NOV7C 
N0V7d 
N0V7e 
N0V7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 
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NOV7a 
NOV7b 
NOV7c 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
NOV7f 13374579 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



1610 



1620 



1630 



1640 




NOV7a 
NOV7b 
NOV7C 
NOV7d 
N0V7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



Table 7N Amino Acid Alignment of NOV7a - NOV7f. 



10 



20 



30 



I 



40 



I 



50 



MATLLRSKLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDL 
MATLLRSKLSNVATSVSNKSQAKMSGMFARKGFQAATDEEAVGFAHCDDL 
MATLLRSKLSNVATSVSNKSQAKMSGMFARHGFQAATDEEAVGFAHCDDL 
MATLLRS KL S NVAT S VSN KS Q A KM S GM FARMG F Q AAT D E E AVG F AH CD D L 
MATLLRSKLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDL 
MATLLRSKLSNVATSVSNKSQAKMSGMFARMGFQAATDEEAVGFAHCDDL 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



60 



70 



J_ 



80 



A 



90 

■1" 



I 



100 

..I 



DFEHRQGLQMDILKASGEPCGDEGAEAPVEGDIHYQRGgGAPLPPSGSKD 
DFEHRQGLQMDILKAEGEPCGDEGAEAPVEGDIHYQRGSGAPLPPSGSKD 
DFEHRQGLQMDILKAEGEPCGDEGAEAPVEGDIHYQRGSGAPLPPSGSKB 
DFEHRQGLQMDILKAEGEPCGDEGAEAPVEGDIHYQRGSGAPLPPSGSKD. 
D FEHRQGLQMD I L KAEG E PCGDEGAE AP VEGD IH YQRGS GAP LP PSG S KD 
DFEHRQGLQMDILKAEGEPCGDEGAEAPVEGDIHYQRGSGAPLPPSGSKD 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 



I 



110 
I 



I 



120 
I 



130 

. I 



140 
I 



I 



150 
I 



QVGGGGEFGGHDKPKITAWEAGWNVTNAIQGMFVLGLPYAILHGGYLGLF 
QVGGGGEFGGHDKPXITAWEAGWMVTNAIQGMFVLGLPYAILKGGYLGLF 
QVGGGGSFGGHDKPKITAWSAGX'TNVTNAIQGMFVLGLPYAILKGGYLGLF 
QVGGGGEFGGKDKPKITAWEAGWNVTNAIQGMFVLGLPYAILHGGYLGLF 
QVGGGGEFGGHDKPKITAWEAGVJMVTWAIQGMFVLGLPYAILHGGYLGLF 
QVGGGGEFGigHDKPKITAWEAGWNVTNAIQGMFVLGLPYAILKGGYLGLF 



I 



160 
. . I . . 



170 



| 



180 

..I 



I 



190 
..I.. 



200 



LIIFAAWCCYTGKILIACLYEENEDGEWRVRDSYVAIANACCAPRFPT 
LI I FAAWCCYTGKILIACLYEENEDGEWRVRDS YVAI ANACCAPRFPT 
L 1 1 F AA WCC YTG KI L I ACL YE S N ED G E WR VRD S YVA I AN AC CA P RF PT 
LIIFAAWCCYTGKILIACLYEENEDGEWRVRDSY^AIANACCAPRFPT 
LI I F AA WC C YTG KI LIACLYEENEDGE WRVRDS YVAI ANACCAPRF PT 
LIIFAAVVCCYTGKILIACLYEENEDGEVVRVRDSYVAIANACCAPRFPT 



NOV7a bal22ol 



JL 



210 

..I.. 



I 



220 



I 



230 



I 



240 
..I .. 



250 



LGGRWNVAQI IELVMTC I LYWVSGNLMYNS F PGLP VSQKS WS 1 1 AT AM 
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LeeRWWVAQI IELVMTCILYVWSGNLMYNSFPGLPVSQKSWSI iatav 
LGGRVWVAQI I ELVMTCILYVWSGNLMYNSFPGLPVSQKSWS 1 1 ATAV 
LGGR WNVAQI I ELVMTCI LYVWS GNLMYNS FPGLP VS QKS W S I IATAV 
LGGRWNVAQI I ELVMTC ILYVWSGNLMYNS FPGLPVSQKSWS I IATAV 
LGGRVW7VAQ 1 1 ELVMTCI LYVWS GNLMYNS FPGLP VSQKSWS I IATAV 



NOV7a 
NOV7b 
NOV7C 
NOV7d 
NOV7e 
NOV7f 



bal22ol 

13374575 

13374576 

13374577 

13374578 

13374579 
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LLPCAFLKNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
LLPCAFLKNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
LLPCAFLKNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
LLPCAFLKNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
LLPCAFLXNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
LLPCAFLKNLKAVSKFSLLCTLAHFVINILVIAYCLSRARDWAWEKVKFY 
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IDVKKFPISIGIIVFSYTSQIFLPSLEGNMQQPSEFHCMMNWTHIAACVL 
IDVKKFPISIGIIVFSYTSQIFLPSLEGNMQQPSEFHCMMNWTHIAACVL 
IDVKKFPISIGIIVFSYTSQIFLPSLEGNMQQPSEFHCMMNWTHIAACVL 
IDVKKFPISIGIIVFSYTSQIFLPSLEGNMQQPSEFHCMMNWTHIAACVL 
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390 
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410 
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420 
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I . 
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I 



450 



.VEVLEKSLFQSGSRAFFPACYSGDGRLKSWGLTLRCALWFTLLMAIYV 
AVEVLEKSLFQEGSRAFFPACYSGDGRLKSWGLTLRCALWFTLLMAIYVj 
AVEVLEKSLFQEGSRAFFPACYSGDGRLKSWGLTLRCALWFTLLMAIYVj 
AVE VLEKS LFQEG SRAF F PAC YSGDGRLKS WGLTLRC ALWFTLLKAI Yv 
AVEVLEKSLFQEGSRAFFPACYSGDGRLKSWGLTLRCALWFTLLMAIYV 
AVEVLEKSLFQEGSRAFFPACYSGDGRLKSWGLTLRCALWFTLLMAI" 



460 



NOV7a 
NOV7b 
N0V7C 
NOV7d 
N0V7e 
NOV7f 



bal22ol 
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PHFALLMGLTG S LTGAGLCFLL PS LFHLRLLWRKLLWHQ VF FDVAI F VI G 
PKFALLKGLTGSLTGAGLCFLLPSLFKLRLLWRKLLWHQVFFDVAIFVIG 
PHFALLMGLTGSLTGAGLCFLLPSLFHLRLLVJRKLLWHQVFFDVAIFVIG 
PHFALLMGLTGSLTGAGLCFLLPSLFHLRLLWRKLLWHQVFFDVAIFVIG 
PHFALLMGLTGSLTGAGLCFLLPSLFHLRLLWRKLLWHQVFFDVAIFVIG 
PHFALLMGLTG SLTGAGLC FLLPSLFHLRLLWRKLLWHQVFFDVAIF VI G 



GICSVSGFVHSLEGLIEAYRTNAED 
GICSVSGFVHSLEGLIEAYRTNAED 
GICSVSGFVHSLEGLIEAYRTNAED 
GICSVSGFVHSLEGLIEAYRTNAED 
GICSVSGFVHSLEGLIEAYRTNAED 
GICSVSGFVHSLEGLIEAYRTNAED 



NOV7a bal22ol 
NOV7b 13374575 
NOV7C 13374576 
NOV7d 13374577 
NOV7e 13374578 
N0V7f 13374579 



Homologies to any of the above NOV7 proteins will be shared by the other NOV7 
proteins insofar as they are homologous to each other as shown above. Any reference to 
NOV7 is assumed to refer to all three of the NOV7 proteins in general, unless otherwise noted. 

NOV7a also has homology to the amino acid sequence shown in the BLASTP data 
listed in Table 70. 
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Table 70. BLAST results for NOV7a 


Gene Index/ Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 


gi| 14388326 Idbi 1 BAB6 


hypothetical 
protein [Macaca 
f ascicularis] 


525 


520/525 
(99%) 


521/525 
(99%) 


0.0 


0726. 1| (AB062931) 


gi 1 13929106 |ref|NP 1 


vesicular 
inhibitory amino 
acid transporter 
[Rattus 
norvegicus) 


525 


518/526 
(98%) 


521/526 
(98%) 


0.0 


13970. 1 1 


gi| 13396317 lemblCACl 


DA12201.1 (A 
novel protein 
(ortholog of the 
mousevesicular 
inhibitory amino 
acid transporter, 
VIAAT) [Homo 
sapiens] 


525 


524/525 
(99%) 


524/525 
(99%) 


0.0 


5529.2| (AL133519) 




gi|6678569|ref |NP 03 


vesicular 
inhibitory amino 
acid transporter 
[Mus mus cuius) 


521 


507/522 
(97%) 


511/522 
(97%) 


0.0 


3534. 1| 




gi | 7303217 |qb |AAF582 


CG8394 gene 
product 
(Drosophila 
melanogaster] 


543 


203/419 
(48%) 


282/419 
(66%) 


le-110 


80.11 (AE003815) 





The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 7P. 

Table 7P. Information for the ClustalW proteins 

1) NOV7a (SEQH)NO:30) 

2) gill438832 61dbilB AB60726.il (AB062931) hypothetical protein [Macaca fascicularis] (SEQ ID NO:103) 

3) gill 3929 1 06lref1NP 1 13970. 1| vesicular inhibitory amino acid transporter [Rattus norvegicus] (SEQ ID 
NO:104) 

4) gil 1 33963 1 7lemblCAC 1 5529.2 | (AL133519) bA12201.1 (A novel protein (ortholog of the mousevesicular 
inhibitory amino acid transporter, VIAAT) [Homo sapiens] (SEQ ID NO: 105) 

5 ) git6678569lreflNP 0 33534. 1| vesicular inhibitory amino acid transporter [Mus museums] (SEQ ID NO: 106) 

6) gi!73032 171gblAAF58280. 1 1 (AE003815) CG8394 gene product [Drosophila melanogaster] (SEQ ID 
NO: 107) 



NOV7A 



9i 

gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569 | 
7303217 | 



NOV7A 

14388326 
13929106 
13396317 
6678569| 
7303217 I 



gi 
gi 
gi 
gi 
gi 



MSFi 




JL 



40 



I 



50 



NKSQAKgSGMFARMG 

nksqakSsgmfarmg 
nksqakSsgmfarmg 
nksqakSsgmfarmg 

NKSOAkSsGMFARMG 



60 




I 



70 
I.. 



NKSQAKSSGMFARMG, 



QTARQQIPERgDYEgPPgSTggQHHHS 



DEEAVGFAHCDDLDFEHRQG 
'DEEAVGFAHCDDLDFEHRQG 
'DEEAVGFAHCDDLDFEHRQG 
'DEEAVGFAHCDDLDFEHRQG 
DEEAVGFAHCDDLDFEHRQG 



HKAMEAJ 



110 



JTTEMS SNP FRNAG SWTND 




120 



130 



140 



ISO 
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NOV7A 



gi 
gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569) 
7303217 j 



160 



170 



180 



190 



200 




NOV7A 

gi 
gi 
gi 
gi 
gi 



14388326| 
13929106 j 
13396317 j 
6678569| 
7303217 j 



210 



220 



230 



240 



250 




260 



NOV7A 



gi 
gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569 | 
7303217 



270 




280 



290 



SFPGLPVSQKSWSIIA 
SFPGLPVSQKSWSIIA' 
SFPGLPVSQKSWSIIA 
SFPGLPVSQKSWSIIA' 
SFPGLPVSQKSWSIIA' 

ipSTegnggssw: 



jMIiFVGI 



300 




310 



320 



330 



340 



350 



NOV7A 



gi 
gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569 | 
7303217| 



N0V7A 



ga- 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569| 



gi 7303217) 



N0V7A 



gi 
gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569 | 
7303217 j 



NOV7A 



gi 
gi 
gi 
gi 
gi 



14388326 
13929106 
13396317 
6678569| 
7303217 j 



AHFVINILVI AYCL SR ARDWAWEKVKFYIDVXKFPI S IGI I VFS YTSQI F 
AHFVINILVIAYCLSRARDWAWEKVKFYIDVKKFPISIGIIVFSYTSQIF 
AHFVINILVIAYCLSRARDWAWEKVKFYIDVKKFPISIGIIVFSYTSQIF 
AHFVINILVI AYCL SRARDW AWE KVKFYIDVKKFP I S I GI I VF S YTSQI F 
AHFVI NILVIA YCL SRAR DWAWEKVKFYIDVKKFPISIGIIVFSYTSQIF 
XI ^t^yCL^^Tv^^KVjgF 
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380 



390 



400 



450 
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510 
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530 
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I 



540 
, . I . . 



I 



550 



JjiPSLFHLRLLWRKLLWHQVF^ 

IiPSLFHLRLLWRKLLWHQVFFDVAIFVIGGICSVSGFVHSLEGLIEAYRT 
LPSLFHLRLLWRKLLWHQVFFDVAIFVIGGXCSVSGFVHSLEGLIEAYRT 
LPSLFHLRLLWRKLLWHQVFFDVAIFVIGGICSVSGFVHSLEGLIEAYRTj 
LPSLFHI,RIiLWRKLU7HQVFFDVAlFVIGGlCSVSGFVHSLE035iE?STl 



NOV7A 


■NAED 


gi 


14388326 




gi 


13929106 


Hnaed 


gi 


13396317 


■naed 


gi 


6678569 | 




gi 


7303217) 


GI»PF 



Table 7Q lists the domain description from DOMAIN analysis results against NOV7a. 
This indicates that the NOV7a sequence has properties similar to those of other proteins 
known to contain this domain. 



Table 7Q. Bomaiiin Analysis off NOV7a 

gnl |Pfa m|pfam01490 , Aa_trans, Transmembrane amino acid transporter 
protein. This transmembrane region is found in many amino acid 
transporters including UNC-47 and MTR. UNC-47 encodes a vesicular 
amino butyric acid (GABA) transporter, (VGAT) . UNC-47 is predicted to 
have 10 transmembrane domains . MTR is a N system amino acid 
transporter system protein involved in methyl tryptophan resistance. 
Other members of this family include proline transporters and amino 
acid permeases. {SEQ ID NO: 107) 
Length = 370 residues, 87.8% aligned 
Score - 182 bits (461), Expect = 5e-47 



NOV7a 


143 


Pfam01490 


5 


NOV7a 


203 


Pfam01490 


60 


NOV7a 


257 


Pfaro01490 


117 


NOV7a 


309 


Pfara0l490 


177 


NOV7a 


367 


Pfam01490 


237 


NOV7a 


426 


Pfam01490 


289 



HGGYLGIiFIil I FAAWCCYTGKI LIACLYEENEDGEWRVRDSYVAIANACCAPRFPTLG 202 

I II I++ I + III +1 ! + |||+ + + + | 

LGWI PGLVLLLLAGFITDYTGLLLSECYE YVPGKRNDSYLDLGRSAYGGfCGLLLT 59 

GR WNVAQ 1 1 EIiVMTC I LYVWS GNLMYNS F P GLPVSQKSWSIIATAVLLPCAF 256 

I 1+1 I |++++|+|+ + || || | ++ + + | 

SFVG QYVNIiFGVNI GYIjI LAGDLIjPKI I S S FCGDNCDHLDGNS WI 1 1 FAAI 1 1 TLS F 116 



+ I +1 I +11+ I | + f 



+ + 



11111++ 



++ I* II I ++l I 



II 



111+ + 



III 



+11+ II II++II I I ++I I ++ + I 



+ I 



:i imni+ii iii +ii+ +ii 



10 



Synaptic vesicles from mammalian brain are among the best characterized trafficking 
organelles. However, so far it has not been possible to characterize vesicle subpopulations that 
are specific for a given neurotransmitter. Taking advantage of the recent molecular 



73 



BEST AVAILABLE COPY 



WO 02/29058 PCT/US01/31248 
characterization of vesicular neurotransmitter transporters, we have used an antibody specific 
for the vesicular GABA transporter (VGAT) to isolate GABA-specific synaptic vesicles. The 
isolated vesicles are of exceptional purity as judged by electron microscopy. 

Immunoblotting revealed that isolated vesicles contain most of the major synaptic 
5 vesicle proteins in addition to VGAT and are devoid of vesicular monoamine and 

acetylcholine transporters. The vesicles are 10-fold enriched in GABA uptake activity when 
compared with the starting vesicle fraction. Furthermore, glutamate uptake activity and 
glutamate-induced but not chloride-induced acidification are selectively lost during 
immunoisolation. We conclude that the population of GABA-containing synaptic vesicles is 

10 separable and distinct from vesicle populations transporting other neurotransmitters. Sagne et 
al., FEBSLett 1997:10, 417(2): 177-83. 

Proteins belonging to the GABA transporter family of proteins play an important role 
in signal transduction of different cell type such as neuronal and muscle cells. NOV7 protein is 
the human ortholog of VGAT (vesicular GABA transporter) from Rattus norvegicus and unc- 

15 47 from C. elegans which are involved in packaging GABA in synaptic vesicles. NOV7 
protein has a domain similar to the amino acid permease domain found in integral membrane 
proteins that regulate transport of amino acids. 

The above defined information for NOV7 suggests that this NOV7 protein may 
function as a member of a GABA transporter family. Therefore, the NOV7 nucleic acids and 

20 proteins of the invention are useful in potential therapeutic applications implicated in various 
diseases and disorders described below and/or other pathologies. For example, the NOV7 
compositions of the present invention will have efficacy for treatment of patients suffering 
from cancer, trauma, regeneration (in vitro and in vivo), viral/bacterial/parasitic infections, 
fertility and neurological disorders. The NOV7 nucleic acid encoding GABA transporter 

25 receptor-like protein, and the GABA transporter receptor-like protein of the invention, or 

fragments thereof, may further be useful in diagnostic applications, wherein the presence or 
amount of the nucleic acid or the protein are to be assessed. 

NOV8 

NOV8 includes two novel integrin alpha 7 (ITGA7) precursor-like receptor proteins 
30 disclosed below. The disclosed proteins have been named NOV8a and NOV8b. 

NOV8a 



A disclosed NOV8a nucleic acid of 3432 nucleotides (also referred to AC073487_dal) 
encoding a novel ITGA7 precursor-like receptor protein is shown in Table 8A. An open 
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reading frame was identified beginning with an ATG initiation codon at nucleotides 1-3 and 
ending with a TAA codon at nucleotides 3430-3432. The start and stop codons are in bold 
letters. 



Table 8A. NOV8a Nucleotide Sequence (SEQ IB NO:41) 

ATGGCCGGG6CTCGGAGCCGCGACCCGTTGGGGGGCCTCCGGGATTTGCTACCTTTTTG 

TCTTCTCACGGCTGTCGCCTTCAATCTGGACGT^ 

CTCTGTGGCCCTGCACCCGGCACGTCGCAGCCCCGGACCCCAGCAGCC 

CTTCCTTGGGCAGCAGGCGAATCGCACTGGAGGCCTCTTCGCTTG 

GGACAT(X»ACCAGGGAGCTGATATGCAAAAGGAAAGCAAGGAGAACCAGTGGTT^ 

CTGGGGGCAAGATTGTTACCTGTGC^CACCGATATGAGGCAAGGCAGCGAGTGGACC^ 

ACX3CCCCCAAGGCCATGAACAATTTGGGTTCTG CCAG CAGGGCACAGCTGCCGCCTTCTCCCCTGATAGCCACTACCTCC 
TCTTTGGGGCCCCAGGAACCTATAATTGGAAGGGCACGGCCAGGGTGGAGCrCTGTGCACTV 
CACCTGGACGAC^GTCCCTACGAGGCGGGGGGAGAGAAGGAGCftGGACCCCCGCCTCATCCCG 
CTTTGGGTTGCTTTTTGTGACCAACATTGATAGCTCAGACCCCX3ACCAGCTGGTC 

GGCTCCCAGGACCAGCCGGAGACTTGG CCCTCAATAGCTACTTAGG CTTCTCTATTGACTCGGGGAAAGGTCTGGTGCGT 

GCAGAAGAGCIX3AGCTTTGTGGCTGGAGCCCCCCGCGCCAACCACAA 

CAGTCGCCTGGTGCCCGAGGTTATGCTGTCTGGGGAGCGCCTGACCTCCGGCTTTG 

TCAACAGTGATGGGTGGCCAGACCTGATAGTGGGTGCCCCCTACTTCTTTGAGC^ 

TATGTGTACTTGAACCAGGGGGGTC&CTGGGCrcGGATCTC 

GATGAGCCrcGCTGTCCTGGGGGACCTCA 

GGAAAGTCTTCATCTACCATGGGAGCAGCCTGGGGGTTGTCGCCAAACCTTCAC^GGTC 

ATCAAGAGCTTCGGCTACTCCCTGTCAGGCAGCTTGGATATGGATGGGAACCAAT^ 

GGCTGACACCGC^GTGCTCTTCAGGGCCAGACCCATCCTCCATC 

ACCIGGAGCAGCCCAACTGTGCTGGCGGCCACTCGGTCTGTGTGGACCTAAGGOT 

AGCAGCTATAGCCCTACrcTGGCCCTGGACTATGTGTTAGATGCGGACACAGACCGGAGGCT 

TG TG ACGTTC CTG AG C CGT AACCTGG AAG AACCCAAG CAC CAGG CCTCGGGCACCGTGTGG CTG AAG CAC CAG CATGACC 

GAGTCTGTGGAGACGCCATGTTCCAGCTCCAGGAAAATGTCAAAGACAAGCTTCGGGCCATTGTAGTC 

AGTCTCCAGACCCCTraGCTCOSGCGACAGGCTCCTGGCCAGGGGCTC 

G CCCAGCACCCAG CGGGCAGAGATCCACTTCCTG AAG CAAGGCTGTGGTGAAGACAAGATCTGCCAG AG CAATCTG CAGC 
TGGTCOSCGCCCGCTTCTGTACCCGGGTCAGCGAC^ 

CTGTTTG CACTGAGTGGGCAG CCAGTCATTGGCCTGGAGC1X1ATGGTCACCAACCTGCCATCGGACCCAGCCCAGCCCCA 

GGCTGATGGGGATGATGCCCATGAAGCCCAGCTCCTGGTCATGCTTCCTGACTCACTGCACTACTCAGG 

TGGA CGAGAAG C CACTCTG C CTG TC CAATGAGAATG CCTCCCATGTTG AGTGTGAG CTGGGGAACCCCATGAAG AGAGGT 

GCCCAGGTCACCTTCTACCTCATCCTTAGCACCT 

GGCCACGATCAGTGAGCAGGAGCTGCATCCAGTCTCTGCACGAGCCCGTGTCTTCAT^ 
GGATGGCCATTCCCCAGCAACTCTTCTTCTCTGGTGTGGTGAGGGGCGAGAG^ 

AGCAAGGTCAAGTATGAGGTC^CGGTAAGTAACCAAGGCCAGTCGCTCAGAACCCTGGGCTCreCCTTCCT 
GTGGCCTCATGAGATTCCCAATGGGAAGTGGTTGCTGTACCCAATGC^ 

AGAAAGGGCTTTGCTCTCCCAGGAGGCCCAACATCCTCCACCTGGATGTGGACAGTAGGGATAGGAGGCG 

GAGCCACCTGAGCAGCAGGAGCCTGGTG AGCGGCAGGAGCCCAG CATGTCCTGGTGG CCAGTGTCCTCTGCTGAGAAGAA 

GAAAAAGATCACCCIXSGACrGCGCCCGGGGCACXSGCCAACTGTGTGGTC 

CGGCnOTGCTGCATGTCTGGGGCCGTCTCTGGAACAGCACCTTTCTGGAGGAGTACT 

ATTGTCCXXSGCCAACATCACAGTGAAGTCCrCCATAAAGAA 

GGTATACTTGGACCCCATGGCTGTGGTGGC^GAAGGAGTGCCCT^ 

TGGTGCTAGCACTGCTGGTGCrrGCTCCTGTGGAAGTGTGGCT^ 

AACTATCACCGGGCCTGTCTGGCTGTGCAGCCTTCAGCCATGGAAGTTGGG 



5 The disclosed NOVSa nucleic acid sequence, localized to chromosome 12, has 2531 of 

2561 bases (98%) identical to a 3485 bp Homo sapiens integrin alpha-7 mKNA (GENBANK- 
ID: AF072132|acc:AF072132) (E = 0.0). 

A disclosed NOV8a polypeptide (SEQ ID NO:42) encoded by SEQ ID NO:41 is 1 143 
amino acid residues and is presented using the one-letter amino acid code in Table 8B. Signal 
10 P, Psort and/or Hydropathy results predict that NOV8a does not contain a signal peptide and is 
likely to be localized to the endoplasmic reticulum or nucleus with a certainty of 0.6000. 



Table 8B. Encoded NOV8a protein sequence (SEQ IB NO:42). 

LVGAPQAIiALPGQQANRTGGLFACPLSLEETDCrniVDIDQGADMQKESKEN 
HRYEARQRVDQI LETRDMIGRCFVLSQDIAIRDE 
LFGAPGTYNWKGTARVELCAQGSADLAHI^ 
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VYKTLDPADRLPGPAGDLALNSYLGFSIDSGKGLVRA^ 

LSGEIUjTSGFGYSIAVADLNSDGWPDLIVGAPYFFERQEEI^GAVYVYIjNQGGHWAGISPLRLCGSPDSMF 
GI SIjAVIjGDIjNQDGFPDIAVGAPFDGDGKVFI YHGSSLGWAKPSQVLEGEAVGI KSFGYSLSGSIjDMDGN 
QYPDLLVGSLADTAVLFRARP I LHVSHEVS I APRS I DLEQPNCAGGHSVCVDLRVCFS YI AVPS S YS PTVA 
LDYVLDADTDRRLRGQVPRVTFLSRN^ 

YSLQTPRLRRQAPGQGLPPVAPILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQIjVRARFCTRVSDTEFQP 

LPMDVDGTTAIjFALSGQPVIGLEIJWTNLiPSDPAQPQAIXSDDAHEAQLLVMIjPDSLHYS 

SNENASHVE CELGNPMKRGAQVTFYIjI LiSTSGI S I ETTELEVELULATI seqelhpvsararvfi ELPLS I 

AGMAI PQQIjFFSGVVRGERAM^SERDVGSKVTCYEVTVSNQGQSIjRTLGSAFIjNIMWPHE I ANGKWIjLYPMQ 

VELEGGQGPGQKGLCS PRRPNI LHIiDVDSRDRRRRELEPPEQQEPGERQEPSMSWWPVS S AEKKKN I TLDC 

ARGTANCWFSCPIjYSFDRAAVLHVWGRLWNSTFLEEYSAVKSIiEVI VRANI TVKS S I KNLMLRDASTVI P 

VTWYIJDPMAWAEGVPWWVILLAVLAGLLVLALLVLLLWKCGFF 

GGPGTVG 



The NOV8a amino acid sequence has 975 of 1 1 13 amino acid residues (87%) identical 
to, and 1032 of 1 1 13 amino acid residues (92%) similar to, the Miis musculus 1161 amino acid 
residue integrin alpha 7 precursor protein (SPTREMBL-ACC: 088731)(E = 0.0). 

NOV8b 

A disclosed NOV8b nucleic acid of 31 10 nucleotides (also referred to CG53926-02) 
encoding a novel ITGA7 precursor-like receptor protein is shown in Table 8C. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 1-3 and 
ending with a TAA codon at nucleotides 3106-3108. A putitive untranslated region 
downstream from the termination codon is underlined in Table 8C, and the start and stop 
codons are in bold letters. 



Table 8C. NOV8b Nucleotide Sequence (SEQ ID NO:43) 

"atggccggggctcggagccgcgaot 
tcgaactgctcttctcacggctgtcgccttcaatct 

aggcagcctcttcggcttctctgtggccctgcacccggc^cgtcgcagccccggaccccagcagcc(^ctg 

ctggtgggtgctccccaggccctggctcttc 

cccgttgagcctggaggagactgactgctacagagtggacatcga 

GCAAGGAGAACGAGTGGTTGGGAGTGAGTGTTCGGAGCGAGGGGCACT 

GGACCTGGCCATCCGGGATGAGTTGGATGGTGGGGAATGGA 

AACAATTTGGGTTCTGCCAGCAGGGCACAGCTGCCGC^ 

GCCCCAGGAACCTATAATTGGAAGGGCACGGCC^GGGTGGAGCTCTGTGCACAGGGCT 

ACACCTGGACGACGGTCCCTACGAGGCGGGGGGAGAGAAGGA^ 

CGAACAGCTAOTTTGGGTTGCTTTTTGTGACCAACATTGATAGCTCAGA 

ACTTTGGACCCTGCTGACCGGCTCCCAGGACGAGCCGGAGACrTGGC 

TATTGACTCGGGGAAAGGTCTGGTGCGTGCAGAAG&GCT^ 

ACAAGGGTGCTGTGGTCATCCTGCGCAAGGACAGCGCC^^ 

GAGCGCCTGACCTCCGGCTTTGGCTACTCACTGGCTGTGGCTGACCTCAACAGTGATGGG 
AGGGGGGTCACTGGGCTGGGATCTCCCCTCTCC 

CTGGCTGTCCTGGGGGACCTC^^CCAAGATGGCTTTCCAGATATTGCAGTGGGTG 
TGGGAAAGTCTTCATCTACCATGGGAGCAGCCTGGGGGTTC 

AGGCTGTGGGCATCAAGAG CTTCGGCTACTC C CTGTCAGGCAGCTTGGATATGGATGGGAAC CAATACCCT 

GACCTGCTGGTGGGCTCCCTGGCTGACACCGCAGTGCTCTTC^^ 

TGAGGTCTCTATTGCTCCACGAAGCATCGACCTGGAGCAGCC 

TGGACCTAAGGGTCTGTTTCAGCTACATTGCAGTCCC(^GCAGCTA 

GTGTTAGATGCGGACACAGACCGGAGGCTCCGGGGCCAGGTTCC^ 

GGAAGAACCCAAGCACCAGGCCTCGGGCACCGTGTGGCT^ 

CCATGTTCCAGCTCCAGGAAAATGTCAAAGACAAGCT^ 

CAGACCCCTCGGCTCCGGCGACAGGCTCCTGGCCAGGGGCTGCCT 

CCAGCCCAGCACCCAGCGGGCAGAGATCCACTTCCTGAAGC^ 
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GCAATCTGCAGCTGGTCCGCGCCCGCTTCTGTACCC^ 
GATGTGGATGGAACAACAGCCCTGTTTGCACTGAGTGGGCAG 

CAACCTGCCATCGGACCCAGCCCAGCCCCAGGCTGATGGGGATGATGCCCATGAAGCCCAGCTCCTGGTCA 
TGCTTCCTGACTCACTGCACTACTCAGGGGTCCGGGC^ 

AATGAGAATGCCTCCCATGTTGAGTGTGAGCTGGGGAACCCCATGAAGAGAGGTGCCCAGGTCACCTTCTA 

CCTCATCCTTAGGACCTCCGGGATCAGCATTGAGAC(^ 

TCAGTGAGCAGGAGCTGCATCCAGTCTCTGCACGAGCCCGTC 

GGAATGGCCATTCCCCAGCAACTCTTCTTCTCTGGTGTGGTGAGGGGCGAGAGAGCCATGCAGTCTGAGCG 

GGATGTGGGCAGCAAGGACTGCGCCCGGGGCACGGCCAACTGTGTGGTC 

TTGACCGCGCGGCTX3TGCTGCATGTCTGGGGCCGTCTCTGGAACAGCACCTTT 

GTGAAGTCCCTGGAAGTGATTGTCCGGGCCAAGATCACAGTGAAGTCCTCCATAAAGGACTTGATGCTCCG 

AGATGCCTCCACAGTGATCCCAGTGATGGTATACTTGGACCCCA 

GGTGGGTCATCCTCCTGGCTGTACTGGCTGGGCTGCTGGTGCTAGCACTGCTGGT 

TGTGGCTTCTTCCATCGGAGCAGCCAGAGCTC^TCTTTTCCCACCAACTATCACCGGGCCTGTCTGG 

GCAGCCTTCAGCCATGGAAGTTGGGGGTCCAGGGACTGTGGGGTAACT 



The disclosed NOVSb nucleic acid sequence, localized to chromosome 12, has 1856 of 
1867 bases (99%) identical to a Homo sapiens integrin alpha-7 mRNA (gbrGENBANK- 
K):AF032108|acc:AF032108.1) (E = 0.0). 

A disclosed NOV8b polypeptide (SEQ ID NO:44) encoded by SEQ ID NO:43 is 1035 
amino acid residues and is presented using the one-letter amino acid code in Table 8D. Signal 
P, Psort and/or Hydropathy results predict that NOV8b does not contain a signal peptide and is 
likely to be localized to the endoplasmic reticulum with a certainty of 0.8500. 



Table 8D. Encoded NOV8b protein sequence (SEQ ID NO:44). 

MAGARSRD P LGGLRDLL P FWL P ARRT ALLTAV AFOTJDVMGALiRKEAS Q AAS S AS L W P CTRHV AAPDP S S P L 
LVGAPQALALPGQQANRTGGLFACPLSLEETDCYRVDIDQGADMQKESKENQWLGVSVRSQ 
HRYEARQRVDQ I LETRDMIGRCFVLSQDIiAIRDELDGGEWKFCEGRPQGHEQFGFCQQGTAAAFSPDSHYIi 
LFGAPGTYNWKGTARVELCAQGSADIAHLDDGPYEAGGEKEQDPRL I PVPANS YFGIjLFVTNIDS SDPDQL 
VYKTLDPADRIiPGPAGDIiALNSYLGFS I DSGKGLVRAEELS FVAGAPRANH KGAW I LRKDSASRLVPEVM 
LSGERLTSGFGYSLAVADLNSIX^PDLIVGAPYFFERQEELGGAVY\^^ 

GI SliAVLGDLNQDGFPDI AVGAPFDGDGKVFI YHGSSLGWAKPSQVLEGEAVGI KS FG YSLiSGSLDMDGN 

QYPDLLVGSIiADTA\nJFRARPILHVSHEVSIAPRSIDI^ 

LDYVLDADTDRRIiRGQVPRVTFIiSRNLEEPKHQASGTWLKHQHDRVCGDAM 

YS LQTPRLRRQAPGQGIiP PVAP I LNAHQPSTQRAE IHFLKQGCGEDKI CQSNIjQLVRARFCTRVSDTEFQP 
LPMDVDGTTALFAIiSGQPVI GLELMVTNLPSDPAQPQADGDDAHEAQLLVMLPDS LHYSGVRAI1DPAEKPI1 
CLSNENASHVECELGNPMKRGAQVTFYLILSTSGISIETTELEVEIiLIATISEQELHPVSARARVFIE 
S I AGMAI PQQLFFSGVVRGERAMQSERDVGSKDCARGTAMCVVFSCPIj YS FDRAAVLHVWGRIiWNSTFIiEE 
YSAVKS LEVI VRANI TVKSS I KDLMLRDASTVI PVMVYIiDPMAWAEGVPWWVI IiLAVLAGLLVLAIiLVLL 
LWKCGFFHRS S QSS S FPTNYHRACIAVQPS AMEVGGPGTVG 



The NOV8b amino acid sequence has 843 of 884 amino acid residues (95%) identical 
to, and 844 of 884 amino acid residues (95%) similar to, the Homo sapiens 1181 amino acid 
residue integrin alpha-7 precursor protein (ptnr:SWISSNEW-ACC:Q13683) (E = 0.0). 

NOV8b is expressed in at least the following tissues: skeletal muscle, cardiac muscle, 
small intestine, colon, ovary, prostate, lung and testis. 

The NOVSa and 8b proteins are very closely homologous as as shown in the alignment 
in Table 8E. 



Table 8E Alignment of NOV8a and 8b. 

10 20 30 40 50 
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60 70 80 90 100 

— I — 1 I . . .. I .... I .... I .... I .... 1 .... I .... I 

NOV8a AC073487_dal 
NOV 8b CG53926-02 

110 120 130 140 150 
1 1 I i . . . . | | | | | | 

NOV8a AC0734 87_dal 
NOV8b CG53926-02 

160 170 180 190 200 
1 | 1 1 1 . | .... | .... | .... | .... | 

NOVSa AC073487_dal 
NOV8b CG53926-02 

210 220 230 240 250 

. ... 1 .... 1 .... j ... . 1 .... | 1 .... 1 .... I .... I .... I 

NOV8a AC073487__dal 
NOV8b CG53926-02 _____ 

260 270 280 290 300 

» . . - I | .... | .... 1 | | 1 .... I .... I .... 1 

NOV8a AC073487_dal 
NOV8b CG53926-02 

310 320 330 340 350 

NOV8a AC073487_dal 
NOV8b CG53926-02 

360 370 380 390 400 

....|....|....|....|.. ..)....!.... | .... | 

NOV8a AC07348 7_dal ' "' 
NOV8b CG53926-02 

410 420 430 440 450 
| |.. ... | | | | | 

NOV8a AC073487_dal 
NOV8b CG53926-02 

460 470 480 490 500 
I 1 1 . . . . | .... | .... | .... | .... | .... | .... | 

NOV8a AC073487_dal 
NOV8b CG53926-02 

510 520 530 540 550 

....|.. ..)... . L_- . .J .... I .... I I .... | .... | 

NOV8a AC073487_dal 
NOV8b CG53926-02 

560 570 580 590 600 
....)....! )....! J .... | .... | .... ) .... ) J 

NOV8a AC073487_dal 
NOV8b CG53926-02 _ 

610 620 630 640 650 
1 I . ... 1 I I 1 .... 1 .... 1 ) | 

NOV8a AC073487_dal 
NOV8b CG53 926-02 _ 

660 670 680 690 700 

j | j j | j | j i I 

NOV8a AC073487_dal 
NOV8b CG53926-02 

710 720 730 740 750 
....[.. ..|.. .. | .... | .... | .... | .... | .... | .... | | 

NOVSa AC073487_dal 
NOV8b CG53926-02 



SSASLWPCTRHVAAPDPSSPLLVGAPQALALPGQQANRTGGLFACPLSIiE 
SSASLWPCTRHVAAPDPSSPLLVGAPQALALPGQQANRTGGLFACPLSLE 



ETDCYRVDIDQGADMQKESKENQWLGVSVRSQGPGGKIVTCAHRYHARQR 
STDCYRVDIDQGADMQKESKENQWLGVSVR5QGPGGKIVTCAHRYEAROR 



VDQILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 
VDQILETRDMIGRCFVLS QDLAIRDELDGGEWKFCEGRPQGHECFGFCOO 



GTAAAFSPDSHYLLFGAPGTYNWKGTARVEIiCAQGSADLAHLDDGPYEAG 
GTAAAFSPDSHYIiLFGAPGTYNWKGTARVELCAQGSADLAHLDDGPYEAG 



j E KEQD PRL I P VPANS YFGL L F VTWIDS SD PDQL VYKTLD PADRL PG PAG 
3SKEQDPRLIPVPANSYFGLLF VTNIDS S D PDQLVYKTLD PADRLPG PAG 



DLAIiNSYLGFSIDSGKGLVRAEELSFVAGAPRANHKGAWILRKDSASRL 
DLALNSYLGFSIDS GKGLVRAEELS FVAGAPRANHKGAWI LRKD S ASRI 



VPEVMI/SGERLTSGFGYSLAVADLNSDGWPDLIVGAPYFFERQEELGGAV 
VPEVMLSG5RLTSGFGYSLAVADLNSDGWPDLIVGAPYFFERQEELGGAV 



YVYLNQGGHWAGISPLRLCGSPDSWFGISLAVLGDLNQDGFPDIAVGAPF 
YVYLNQGGKWAGISPLRLCGSPDSMFGISLAVLGDLMQDGFPDIAVGAPF 



DGDGKVFIYHGSSLGWAKPSQVX/EGEAVGIKSFGYSLSGSLDMDGNQYP 
DGDGKVFIYHGSSLGWAKPSQVXiEGEAVGIKS FGYSLS G S LDMDGNQYP 



DLLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 
DLIjVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 



RVCF S Y I AVP S S YS PTVALD YVLDADTDRRLRG QVPRVT FLS RNLS E PKK 
RVCFSYIAVPSSYSPTVALDYVLDADTDRRLRGQVPRVTFLSRKfLEEPKH 



QASGTWLKHQHDRVCGDAMFQLQENVKDKLRAIWTLSYSLQTPRLRRQ 
QASGTTOLKHQKDRVCGDAMFQLQENVKDICLRAIWTLSYSLOTPRLRRO 



APGQGLPPVAPILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQLVRARFC 

ap^qglppvapilnahqpstqraeihflkqgcgedkicqsnlqlvrarfc 



NOV8a AC073487_dal 
NOV8b CG53926-02 



TRVSDTEFQPL,PMDVDGTTALFALSGQPVIGLELKiVTNLPSDPAQPQADG 
TRVSDTEFQPLPMDVDGTTALFALSGQPVIGLELMVTNIjPSDPAQPQADG 



jDDAHEAQLLVMLPDSL'HYSGVRALDj 
|dDAHEAQLLVMLPDSLHY5GVRAI/DQ 



jEKPLCLSNSNASHVSCELGNPMld 
gEKPLCLSNENASHVECELGNPMKJ 



RGAQVTF YLI LSTSGI S I ETTELEVELLLATI SEQELH P VS ARARVFI EL 
RGAQVTFYLI LSTSGI S IETTELEVELLIATI SEQEIjHPVS ARARVFI EL 
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....|....| . ... I .... | .... | .... | .... | .... | .... | .... | 

NOVSa AC073487_dal 
NOV8b CG53926-02 

860 870 880 890 900 

■ ■ | j | | 1 j 

NOV8a AC0734 87_dal gggggggjEgCT 
NOV8b CG53926-02 B*3B3S^ EP PJ^ ^ 

910 920 930 940 950 

NOV8a AC0734 87_dal LGSAFLNIMWPHEIANGKWLLYPMQVELKGGQGPGQKGLCSPRRPNILHL 
NOV8b CG53926-02 K 

960 970 980 990 1000 

NOV8a AC073487_dal DVDS RDRRRRE LE PPEQQE PGBRQE PSMS WWPVS SAEKKKN I T li»W&leW 
NOV8b CG53926-02 T^g^J 

1010 1020 1030 1040 1050 
I | | | | | | 1 | | 

NOV8a AC073487_dal 
NOV8b CG53926-02 

1060 1070 1080 1090 1100 

...I... I.. .. | .... | .... | .... | .... | .... I 

NOV8a AC073487_dal 
NOV8b CG53926-02 __ 

1110 1120 1130 1140 

.... |. .. .1. .. .1... ..I. ...I 

NOV8a AC073487_dal 
NOV8b CG53926-02 
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ANCWFSCPLYSFDRAAVIjKVI\ , GRLWNSTFLESYSAVKSI.EVIVRANITV 
ANCVVFSCPLYSFDRAAVLHVl , ?GRLWNSTFL55YSAVySLEVIVRANITV 



KSS I KjELMLRDASTVI PVMVYLD PMAWAEGVPWWVILLAVXAGLLVLAL 
ks s i kHlmlrdastvi PVMVYLDPMAVVAEGVPWWVI LLAVLAGLLVLAL 



L VLLLWKC GFFKRSSQSSSF PTN YH RAC L A VQ P SAM E VG G PGT VG 
LVLLLWKCGFFHRSSQSSSFPTNYHRACLAVQPSAMEVGGPGTVG 



Homologies to either of the above NOV8 proteins will be shared by the other NOV8 
protein insofar as they are homologous to each other as shown above. Any reference to NOV8 
is assumed to refer to both of the NOV8 proteins in general, unless otherwise noted. 

The disclosed NOV8 polypeptide has homology to the amino acid sequences shown in 
the BLASTP data listed in Table 8R 



Table 8F. BLAST results for NOV8a 



Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 


32' 


|6680480|ref |NP 0 
124. 1| 


integrin alpha 7 
[Mus musculus] 


1135 


899/1095 
(82%) 


960/1095 
(87%) 


0.0 


9i 
38 


12643785 |sp|Q617 
ITA7 MOUSE 


INTEGRIN ALPHA- 7 
PRECURSOR [Mus 
musculus] 


1179 


941/1095 
(85%) 


1002/1095 
(90%) 


0.0 


gi 14504753 Iref |NP 0 
02197. 1| 


integrin alpha 7 
precursor [Homo 
sapiens] 


1137 


1025/1125 
(91%) 


1029/1125 
(91%) 


0.0 


qi 1 3158408 |qb|AAC18 
968. 1| (AF052050) 


integrin alpha 7 
[Homo sapiens] 


1137 


1023/1125 
(90%) 


1027/1125 
(90%) 


0.0 


gi|7447667|pir| | JC5 
951 


integrin alpha 7 
chain variant 
[Homo sapiens] 


1062 


617/702 
(87%) 


619/702 
(87%) 


e-157 



The homology between these and other sequences is shown graphically in the 
ClustalW analysis shown in Table 8G. 

BEST AVAILABLE COPY 
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Table 8G. ClustalW Analysis of NOV8 

1) Novel NOVSa (SEQIDNO:42) 

2) Novel NOV8b (SEQIDNO:44) 

3) gil6680480lref]NP 032424. 1| integrin alpha 7 [Mus musculus] (SEQ ID NO: 108) 

4) rill2643785lsp|Q61738|ITA7 MOUSE INTEGRIN ALPHA-7 PRECURSOR [Mus musculus] (SEQ ID 
NO: 109) 

5) ei|4504753)ref]NP 002197.1) integrin alpha 7 precursor [Homo sapiens] (SEQ ID NO: 110) 

6) gil31584Q81gblAACl 8968.1| (AF05205O) integrin alpha 7 [Homo sapiens] (SEQ ID NO: 1 1 1) 

7) gi!7447667|pir|l JC595 1 integrin alpha 7 chain variant [Homo sapiens] (SEQ ID NO:l 12) 



NOV8a 
NOV8b 

gi|6680480| 
gi 1 12643785 | 
gi|4504753| 
gi|3158408| 
gi | 7447667 | 




30 



.parrtalltJSII 

PARRTAIiLTj 

(flpp 

LPP 




NOV8a 


NOV8b 


gi 


6680480 | 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



60 



70 



80 



90 



I 



100 



HSASLWPCTRHVAA 
IsASLWPCTRHVM 



PjjPgSgLLVGAPQALALPGQQANRTGGLFACPLSLE 

SLFGFSVALHRQLQPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLE 
SLFGFSVALHRQLQPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLE 
SLFGFSVALHRQLQPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLE 
SLFGFSVALHRQLQPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLE 
SLFGFSVALHRQLQPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLE 



NOV8a 


NOV8b 


gi 


6680480 | 


gi 


126437851 


gi 


4504753 




gi 


3158408 




gi 


7447667 





210 
I . ... | .... I 



120 
.. I .. 



I 



130 
..I.. 



140 
. . I . . 



I 



ISO 

■ . I 



ETDCYRVDIDQGADMQKESKENQWLGVSVRSQGPGGKIVTCAHRYEARQR 
ETD C YRVD ID QGADMQKE S KENQWLGVS VR S QGPGGKI VTCAHRYE ARQR 
ETDCYRVDIDgGA^QKESKENQWLGVSVRSQGgGGKIVTCAHRYEgRQR 
ETDCYRVDID£GA^QKESKENQWLGVSVRSQg2gGKIVTCAHRYE§RQR 
ETDCYRVDIDQGADMQKESKENQWLGVSVRSQGPGGKIVTCAHRYEARQR 
ETDCYRVDIDQGADMQKESKENQWLGVSVRSQGPGGKIVTCAHRYEARQR 
ETDCYRVD ID QGADMQKES KENQWLGVS VRS QGPGGKI VTCAHRYE ARQR 



NOV8a 


NOV8b 


gi 


6680480) 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



I 



160 
..I.. 



170 
. . I . . 



I 



180 



190 



I 



200 



p 
m 

E 

p 

p 
p 



QILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 
QILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 
QgLETRDglGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 

q3letrd2igrcfvlsqdlairdeldggewkfcegrpqgheqfgfcqq 

QILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQC 
QILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 
QILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEGRPQGHEQFGFCQQ 



NOV8a 
NOV8b 



gi 
gi 
gi 
gi 
gi 



6680480) 

12643785 

4504753 

3158408 

7447667 



210 



I 



220 



230 



240 



250 



gtaaafspdshyllfgapgtynwkg 
gtaaafspdshyllfgapgtynwkg 
gt aaKf s p d sh ylJfg ap gt ynwkg 
gtaaJJfspdshylqfgapgtynwkg 
gtaaafspdshyllfgapgtynwkg 
gtaaafspdshyllfgapgtynwkg 

GTAAAFSPDSHYLLFGAPGTYNWKG 



TARVELCAQGSADLAHLDDGPYEAG 
rARVELCAQGSADLAHLDDGPYEAG 

TARVELCAQGSPDLAHLDDGPYEAG 



NOV8a 
NOV8b 



gi 
gi 
gi 



6680480) 
12643785) 
4504753 I 



260 270 

— I — i — | — j-- 

GEKBQDPRLIPVPANSYFG 
GEKEQDPRL IPVPANSYF 



280 



290 



300 
••I 



GEKEQDPRLIPVPANSYLG 



llfvtnidssdpdqlvyktldpadrlpgpag 
gllfvtnidssdpdqlvyktldpadrlpgpag 
llfvtnidssdpdqlvyktldpadrlEgpag 
llfvtnidssdpdqlvyktldpadrlJJgpag 
llfvtnidssdpdqlvyktldpadrlpgpag 
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IiLFVTNIDSSDPDQLVYKTLDPADRLPGPAG 
LLFVTNIDSSDPDQLVYKTLDPADRLPGPAG 



PCT/US01/31248 



NOV8a 
NOV8b 

gi 
gi 
gi 
gi 
gi 



6680480 | 
12643785| 
4504753 | 
3158408) 
7447667 I 



310 



320 
..I.. 



I 



330 
. . I . . 



I 



340 

, . I . . 



I 



350 
. I 



DliALNSYLGFSIDSGKGLVRAEELSFVAGAPRANHKGAWILRKDSASRL 
DLALNSYLGFSIDSGKGLVRAEELSFVAGAPRANHKGAWILRKDSASRL 



dlalnsylgfsidsgkglvraeelsfvagapranhkgawilrkdsasrlI 
dlalnsylgfsidsgkglvraeelsfvagapranhkgawilrkdsasrl 

DLALNSYLGFSIDSGKGLVRAEELSFVAGAPRANHKGAVVILRKDSASRL 



NOV8a 
NOV8b 

gi | 6680480 | 
gi j 12643785 | 
gi)4504753| 
gi (3158408 | 
gi (7447667 



NOV8a 
NOV8b 

gi | 6680480 | 
gi (12643785 
gi|4504753 
gi | 3158408 
gi (7447667 




390 



400 



'FFERQEE 
FFERQEE 
FFERQEE 
FFERQEE 
FFERQEE 
FFERQEE: 
FFERQEE! 



4X0 



420 



430 



I 



I 



440 
. . I . . 



| 




YVYLNQGGHWAGI S PLRLCGSPD SMFGI SL AVLGDLNQDGFPDI AVGAPF 
YVYLNQGGHWAGISPLRLCGSPDSMFGISLAVLGDLNQDGFPDIAVGAPF 
YVYgNQGGHlVAglSPLRgCGSPDSMFGlSLAVLGDLNQDGFPDIAVGAPF 
YVY^NQGGHWAglSPLRgCGSPDSMFGISLAVLGDLNQDGFPDIAVGAPFj 
YVYLNQGGHWAGISPLRLCGSPDSMFGISLAVLGDLNQDGFPDIAVGAPF' 
YVYLNQGGHWAGISPLRLCGSPDSMFGISLAVLGDLNQDGFPDIAVGAPF 
YVYLNQGGHWAGI SPLRLCGSPDSNFGISLAVLGDLNQDGFPDIAVGAPFi 



460 



NOV8a 


NOV8b 


gi 


6680480 | 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



N0V8a 
NOV8b 



gi 
gi 
gi 
gi 
gi 



6680480| 
12643785 | 
4504753) 
3158408) 
7447667 j 



NOV8a 


N0V8b 


gi 


6680480) 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



I 



470 



I 



480 



| 



490 



| 



500 
. . i 



DGDGKVFIYHGSSLGWAKPSQVLEGEAVGIKSFGYSLSGSLDMDGNQYP" 
DGDGKVFIYHGSSLGWAKPSQVLEGEAVGIKSFGYSLSGSLDMDGNQYP 
DGDGKVFIYHGSSLGWKKPSQVLEGEAVGIKSFGYSLSGgLDgDGN^YP 
DGDGKVFIYHGSSLGVVgKPSQVIiEGEAVGIKSFGYSLSGgLDgDGNSYP 
DGDGKVFIYHGSSLGWAKPSQVLEGEAVGIKSFGYSLSGSLDMDGNQYPj 
DGDGKVFIYHGSSLGWAKPSQVLEGEAVGIKSFGYSLSGSLDMDGNQYp' 
DGDGKVFIYHGSSLGWAKPSQVLEGEAVGIKS FGYS LSGS LDMDGNQYP 



520 



520 



I 



530 



| 



540 
. . | . . 



I 



550 
. . I 



DLLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 
bliLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 



DLLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 
DLLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEQPNCAGGHSVCVDL 
PLLVGSLADTAVLFRARPILHVSHEVSIAPRSIDLEOPNCAGGHSVCVDL 



560 570 580 590 600 
-I I I I I I I I 



rvcfsyiavpssysptvaldyvldadtdrrlrgqvprvtflsrnleepkh 
rvcfsyiavpssysptvaldyvldadtdrrlrgqvprvtflsrnleepkh 
cfsy^vpssysp^aldygld^tdrrlrgqvprvtflsrgl2»toh 
cfsy^vpssyspwaldySld^tdrrlrgqvprvtflsrSlWj^ 



CFSYQAVPSSYSPgVALDYSjLDgDTDRRLRGQVPRVTFLSRgLg^gH 
RVCFSYIAVPSSYSPTVALDYVLDADTDRRLRGQVPRVTFLSRNLEEPKH 

rvcfsyiavpssysptvaldyvldadtdrrlrgqvprvtflsrnleepkhI 
rvcfsyiavpssys ptvaldyvldadtdrrlrgovprvtflsrnleepkw 



8 

a 

CD 

3 

I 



CO 
LU 

CO 



NOV8a 
NOV8b 

gi 
gi 
gi 



6680480 I 
12643785 I 
4504753| 



610 620 630 64 0 6S0 

I — I — I — I I .... I I I I I 



QASGTWLKHQHDRVCGDAMFQLQENVKDKLRAIWTLSYSLQTPRLRRQ 
QASGTVIVLKHQHDRVCGDAMFQLQENVKDKLRAIWTLSYSLQTPRLRRQ 
QgSGTWIJCHQHDRVCGD7gFQLQENVKDKLRAIVVTLSYgLgTP2LRRQ 
QgSGTWLKHQHDRVCGD^FQLQENVKDKLRAIVVTLSYgLSTpSLRRQ 
QASGTTOLKHQHDRVCGDAI>lFQLQENVKDKLRAIWTLSYSLQTPRT,RRn : 
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NOV8a 
NOV8b 

gi | 6680480 | 
gij 12643785) 
gi | 4504753 | 
gi | 3158408 | 
gi | 7447667 j 



NOV8a 


NOV8b 


gi 


6680480) 


gi 


12643785] 


gi 


4504753 




gi 


3158408 




gi 


7447667 





NOV8a 


NOV8b 


gi 


6680480 | 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



NOV8a 


NOV8b 


gi 


6680480) 


gi 


12643785 


gi 


4504753 


gi 


3158408 


gi 


7447667 



NOV8a 
NOV8b 



gi 
gi 
gi 
gi 
gi 



NOV8a 
NOV8b 



g* 
gi 
gi 
gi 
gi 



NOV8a 
NOV8b 



gi 
gi 
gi 
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QASGTWLKHQHDRVCGDAMFQLQENVKDKLRAIVVTLSYSLQTPRLRRQ 
OASGTVWLKHQHDRVCGDAMFQLQEyfVKDKLRAIWTLSYSLQTPRLRRQ 



660 
. . I . . 



670 
. . I . . 



680 



690 



I 
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AP G QGLP P VAP ILNAHQP STQR AEIHFLKQGCGEDKI CQSNLQL 
APGQGLPPVAPILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQLV^ARFC 
APGQ^LPgVAPILNAHQPSTQRgEIHFLKQGCG^KICQSNLQL^^FC 
APGQ§LP^APILNAHQPSTQR3EIHFLKQGCGgDKICQSNIiQL2^FC 
APGQGLPPVAPILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQLVgARFC 
APGQGLPP VAP ILNAHQP STQRAEIHFLKQGCGEDKICQSNLQLVjgARFC 

apgoglppvapilnahqpstqrae ihflkqgcgedkicqsnlqlv Sarfc 



6680480) 
12643785) 
4504753 
3158408 
7447667 
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6680480) 
12643785 | 
4504753 
3158408 
7447667 
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780 
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790 
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DAHEAQLLVgLPgSLgYSGVRALD 
DD AHE AQLLVgLP j5s LgYS GVR ALD* 

ddaheaqllvKlpBslBysgvrald 

DDAHEAQLLvHLPgSLjjYSGVRALD 
DDAHEAQLLvSLpfflsLgYSGVRALD 

ddaheaqllvSlpSslSysgvrald* 



ekplclsnenashvecelgnpmk 
ekplclsnenashvecelgnpmk 
ekplclsnSSashvecelgnpmk 
ekplclsn^ashveceiignpmk 
ekplclsnenashvecelgnpmk 
ekplclsnenashvecelgnpmk 
ekplclsnenashvecelgnpmk 



810 
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840 
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RGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVFIEL 
RGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVFIEL 



RGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVFIEL 
RGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVFIEL 
RGAQVTFYLILSTSGISIET TELEVELLLATISEQELHPVSARARVFIEL 
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PTjSTR GM A J P O OL F F S G WRG E R AMQ S E RD VG S K VK Y E VT V5 NQG Q S LjgT 
PLSIAGMAIPQQLFFSGWRGERAMQSERDVGS_ 



PLSIAGMAIPQQLFFSGWRGERAMQSERDVGSKVKYEVTVSNQGQSLgT 
PLSIAGMAIPQQLFFSGWRGER2MQSERDVGSKVKYEVTVSNQGQSLgT 
PLSIAGMAIPQQLFFSGWRGERAMQSERDVGSKVKYBVTVSNQGQSL^T 



910 
I 



I 
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930 
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940 
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LNXMWPHEIANGKWLLYPMSVELEGGQGPGggGgCSPRgPNILiTtL 



LGSAjJjLNIMWPHEIANGKWLLYP* 

lgsaSlnimwpheiangkwllyp* 
lgsaBlnimwpheiangkwllyp* 
lgsaHlnimwpheiangkwllypr 
lg s aqlnimwphei angkwllypm; 



eleggqgpg^gmcspr 
eleggqgpgSHgmcspr 

ELEGGQGPG^GgCSPR 

eleggqgpgSSgScspr 
^eleggqgpgBSgScspr 




6680480) 

12643785) 

4504753) 
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DVDSRDRRRREL^PE^QEPaEj^EPSiSS^P VSSAEKaaNaTL DCARGT 

jDCARGT 



DVDSRDRRRREL^PEgQEPgE^EPSgSWWPVSSAEK^NgTLDCgRHT 
DVDSRDRRRREL^PEgQEpHE|SEPSQSVroP 

dvt>srbrrrrel5!SpeSqep£-e^SepsSswvjpvssaek^3^^^^^^' rg '^ 
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gi 
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6680480) 
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12643785 
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4504753 
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3158408 
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7447667 



NOV8a 


NOV8b 
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6680480) 
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12643785 
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4504753 
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3158408 


gi 


7447667 
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NOV8b 


gi 


6680480 | 


gi 


12643785 
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4504753 


gi 


3158408 


gi 


7447667 
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SFDRAAVL 
SFDRAAVL 
SFDRAAVL 
SFDRAAVL 
SFDRAAVL: 
SFDRAAVL! 
SFDRAAVL: 



1060 
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1040 



1050 



SAVKS 
SAVKS 
ijAVKS 
fiAVKS 

savks; 
savks: 
savks: 




k s s iknlmlrda s t vi p vmvyldp mavvaeg vpwwvill avl agll vl al 
|kssik|2l^rdastvipvmvyldp^vvaegvpwvvillavlagllvlal 

KSSIKNLjjLRDASTVIPV^IVYLDPMAwBEGVPtVOTILLgVLAGLLVLAL 
KS S IKNLgLRD AS T VI PVMVYLDPMAWgEGVPWWVI LLgVL AGLLVL AL 
KSSIKNLMLRDASTVIPVMVYLDPMAWAEGVPWWVILLAVLAGLLVLAL 
KSSIKl^MLRDASTVIPWIVYLDPMAVVAEGVPWWVILLAVLAGLLVLAL 
KSSIKNLMLRDASTVIPVMVYLDPMAWAEGVPWWVILLAVLAGLLVLAL 



1110 




jGFFgR 
GFFLtjR 



1120 

ssqss|sfptnS 



1130 



pACjLAVQP- 
JRAqdAVIQP- 



1140 
..|... 



1150 



GFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTI 
GFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTI 
GFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTI 
GFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTI 
GFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTI 




2170 



1180 




Table 8H-J lists the domain description from DOMAIN analysis results against 
NOV8a. This indicates that the NOV8a sequence has properties similar to those of other 
proteins known to contain these domains. 



Table 8H. Domain Analysis of NOV8a 

qnl 1 Smar t | smart00l9l , mt_alpha, Integrin alpha (beta-propellor 
repeats).; Integrins are cell adhesion molecules that mediate cell- 
extracellular matrix and cell-cell interactions. They contain both 
alpha and beta subunits. Alpha integrins are proposed to contain a 
domain containing a 7- fold repeat that adopts a beta-propellor fold. 
Some of these domains contain an inserted von Willebrand factor type-A 
domain. Some repeats contain putative calcium-binding sites. The 7- 
fold repeat domain is homologous to a similar domain in 
phosphatidylinositol-glycan-specific phospholipase D. (SEQ ID NO:113) 
Length « 56 residues, 100.0% aligned 
Score = 62.4 bits (150), Expect = le-10 



NOVSa 422 PDSMFGISLAVLGDLNQDGFPDIAVGAPFDGD GKVFI YHGSSLGWAKPSQVIiE 4 75 
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II II [ + 1 + 11 + 1 11 + 11+ MM I I I++I III I Ml 

Smart 001 91 1 PGSYFGYSVAGVGDWGDGYPDLLVGAPRANDAETTGAVYVYFGSS-GGRCI PLQNLS 56 

Table 81. Domain Analysis of NOV8a 

gnl I Smart I smart 00 191 , Int_alpha, Integrin alpha (beta-propellor 

repeats. (SEQ ID NO: 114) 

Length = 56 residues, 96.4% aligned 

Score =53.1 bits (126), Expect = 8e-08 



NOVBa 363 SGPGYSIiA-VADLNSDGWPDLIVGAPYFFERQEELGGAVYVYL-WQGGHWAGISPLR 417 

I I I I l+l I 1 + 1 ll + lll + llll + + nun +11 +1 
Smart 00191 3 SYFGYSVAGVGDVNGDGYPDLLVGAPRANDAE TGAVYVYFGS SGGRC I PLQNLS 56 

Table 8 J. Domain Analysis of NOV8a 

gnl | Smart I smart 00 191 , Int_alpha, Integrin alpha (beta-propellor 

repeats) . (SEQ ID NO: 115) 

Length = 56 residues, 98.2% aligned 

Score » 38.1 bits (87), Expect = 0.003 



NOV8a 305 NSYLG F S I D S G KG LVRAE ELS FVAG APRAN - - HKGAW I LRKDS AS RLVPEVKLS 357 

ii + + inin 111 + I I +1 II 

^ Smart00191 2 GSYFGYSVAGVGDVNGDGYPDLLVGAPRANDAETGAVYVYFGSSGGRCI PLQNLS 56 

Expression of the alpha-7 integrin gene (ITGA7) is developmentally regulated during 
the formation of skeletal muscle. Increased levels of expression and production of isoforms 
containing different cytoplasmic and extracellular domains accompany myogenesis. From 

10 examining the rat and human genomes by Southern blot analysis and in situ hybridization, 
Wang et al. (Genomics 26: 563-570, 1995) determined that both genomes contain a single 
alpha-7 gene. In the human, ITGA7 is present on 12ql3, as localized by fluorescence in situ 
hybridization (Wang et aL, 1995). Phylogenetic analysis of the integrin alpha-chain sequences 
suggested that the early integrin genes evolved in 2 pathways to form the I-integrins and the 

15 non-I-integrins. The I-integrin alpha chains apparently arose as a result of an early insertion 
into the non-I-gene. The I-chain subfamily further evolved by duplications within the same 
chromosome. The non-I-integrin alpha-chain genes are located in clusters on chromosomes 2, 
12, and 17, which coincides closely with the localization of the human homeobox gene 
clusters. Non-I-integrin alpha-chain genes appear to have evolved in parallel and in proximity 

20 to the HOX clusters. Thus, the HOX genes that underlie the design of body structure and the 
integrin genes that underlie informed cell-cell and cell-matrix interactions appear to have 
evolved in parallel and coordinate fashions. 

ITGA7 is a specific cellular receptor for the basement membrane protein laminin-1, as 
well as for the laminin isoforms -2 and -4. The alpha-7 subunit is expressed mainly in skeletal 

25 and cardiac muscle and may be involved in differentiation and migration processes during 
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myogenesis. Three cytoplasmic and 2 extracellular splice variants are developmentally 
regulated and expressed in different sites in the muscle. In adult muscle, the alpha-7 A and 
alpha-7B subunits are concentrated in myotendinous junctions but can also be detected in 
neuromuscular junctions and along the sarcolemmal membrane. To study the involvement of 
alpha-7 integrin during myogenesis and its role in muscle integrity and function, Mayer et aL 
(Nature Genet. 17: 318-323, 1997) generated a null allele of the ITGA7 gene in the germline 
of mice by homologous recombination in embryonic stem (ES) cells. To their surprise, mice 
homozygous for the mutation were viable and fertile, indicating that the gene is not essential 
for myogenesis. However, histologic analysis of skeletal muscle showed typical signs of 
progressive muscular dystrophy starting soon after birth, but with a distinct variability in 
different muscle types. The histopathologic changes indicated an impairment of function of the 
myotendinous junctions. Thus, ITGA7 represents an indispensable linkage between the 
muscle fiber and extracellular matrix that is independent of the dystrophin-dystroglycan 
complex-mediated interaction of the cytoskeleton with the muscle basement membrane. 

The basal lamina of muscle fibers plays a crucial role in the development and function 
of skeletal muscle. An important laminin receptor in muscle is integrin alpha-7toeta-lD. 
Integrin beta-1 (ITGB1; 135630) is expressed throughout the body, while integrin alpha-7 is 
more muscle-specific. To address the role of integrin alpha-7 in human muscle disease, 
Hayashi et al. (Nature Genet. 19: 94-97, 1998) determined alpha-7 protein expression in 
muscle biopsies from 117 patients with unclassified congenital myopathy and congenital 
muscular dystrophy by immunocytochemistry. They found 3 unrelated patients with integrin 
alpha-7 deficiency and normal laminin alpha-2 chain expression. (Deficiency of LAMA2 
(156225) causes congenital muscular dystrophy, and a secondary deficiency of integrin alpha- 
7 was observed in some cases.) The 3 patients were found to carry mutations in the ITGA7 
gene. Hayashi et al. (1998) noted that the finding in these patients accords well with the 
findings in Itga7 knockout mice (Mayer et al., 1997). 

The protein similarity information, expression pattern, and map location for the NOV 8 
(TTGA7-like) protein and nucleic acid disclosed herein suggest that NOV8 may have 
important structural and/or physiological functions characteristic of the ITGA7 family. 
Therefore, the NOV8 nucleic acids and proteins of the invention are useful in potential 
therapeutic applications implicated in various diseases and disorders described below and/or 
other pathologies. For example, the NOV8 compositions of the present invention will have 
efficacy for treatment of patients suffering from Eosinophilic myeloproliferative disorder, 
Pseudohypoaldosteronism, type IIC, Pseudohypoaldosteronism typel, Spastic paraplegia- 10, 
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Hemolytic anemia due to triosephosphate isomerase deficiency, Immunodeficiency with 
hyper-IgM, type 2, Clr/Cls deficiency, combined, Cls deficiency, isolated, Leukemia, acute 
lymphoblastic, Periodic fever, familial, Hypertension, Episodic ataxia/myokymia syndrome, 
Immunodeficiency with hyper-IgM, type 2, Muscular dystrophy, Lesch-Nyhan syndrome, 
Myasthenia gravis and other muscular and cellular adhesion disorders. The NOV8 nucleic 
acid encoding ITGA7-like protein, and the ITGA7-like protein of the invention, or fragments 
thereof, may further be useful in diagnostic applications, wherein the presence or amount of 
the nucleic acid or the protein are to be assessed. 

NOV9 

NOV9 includes six novel TMS-2-like proteins disclosed below. The disclosed proteins 
have been named NOV9a, NOV9b, NOV9c, NOV9d, NOV9e and NOV9f. 

NOV9a 

A disclosed NOV9a nucleic acid of 1 374 nucleotides (also referred to 
124141642_EXT_dal) encoding a novel TMS-2-like protein is shown in Table 9A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 1-3 and 
ending with a TGA codon at nucleotides 1372-1374. The start and stop codons are in bold 
letters. 



Table 9A. NOV9a Nucleotide Sequence (SEQ ID NO:45) 



ATGGGGGCCTGCCTGGGAGCCTGCTCCCTGCTCAGCTGCGTGAGTCCTGCTGGCTGTGCGTCCTGCCTCTG 

CGGCTOTGCCCCCTGCATCCTGTGCAGCTGCTGCCCCG 

TCACGTTCTTCCTCTTCCTGGGGGTGTTGGTGTCCM 

TACAAGCTGCCCTGGGTGTGTGAGGAGGGGGCCGGGATCCC 

CTCCCTGCTTGGCTACCGCGCTGTCTACCGC^TGTG 

TGCTCATGCTCTGCGTGAGCAGCAGCCGGGACCCCCGGGCT 

TTCCTGATCCTGGTGGGCCTCACCGTGGGTGCCTTC 

CTACTTCGGCX3TCGTGGGCTCCTTCCTCTT 

CCTGGAACCAGCGGTGGCTGGGGAAGGCCGAGGAGTGCGATT 

TCTACTTGTCTGTCGATCGCGGCCGTGGCGCTGATGTTCATGTACTACACTGAGCC 
GGGCAAGGTCTTCATCAGCCTCAACCTCACCTTCT 

TCCAGGTGAGCCTGCCTAACTCGGGTCTGCTGCAGGCCTCGGTCATCACCCTCrA 

TGGTCAGCCCTATCCAGTATCCCTGAACAGAAATGCAACCCCCATTTGCCAACCCAGCrGGGCAACGAGAC 

AGTTGTGGCAGGCCCCGAGGGCTATGAGACCCAGTGGTGGGATGCCCCGAGCATTGTGGGCCTC^TC^TCT 

TCCTCCTGTGGACCCTCTTCATC^ 

GAGGAGTGCCGACCTATGCTAGACGCCACACAGCAGC^ 

TGACAACGAGCAGGACGK3CGTCACCTAGAGCTACT^ 

ACGTGATGATGACGCTCACCAACTGGTACAAGTGCGT^ 

GTGTGGGTGAAGATCTGTGCCAGCTGGGCAGGGCTGCT 

CCTGCGCAACCGCGACTTCAGCTGA 



f 
\ 



The disclosed NOV9a nucleic acid sequence, localized to chromosome 1, has 359 of 
554 bases (64%) identical to a 1759 bp Homo sapiens transmembrane protein SBBI99 mRNA 
from (GENB ANK-ID : AF153979|acc:AF153979) (E = 4.5e" 50 ). 
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A disclosed NOV9a polypeptide (SEQ ID NO:46) encoded by SEQ ID NO:45 is 457 
amino acid residues and is presented using the one-letter amino acid code in Table 9B. Signal 
P, Psort and/or Hydropathy results predict that NOVSa has a signal peptide and is likely to be 
localized to the plasma membrane with a certainty of 0.6760. The most likely cleavage site for 
a NOV9a peptide is between amino acids 69 and 70, at: VES-QL. 



Table 9B. Encoded NOV9a protein sequence (SEQ IB NO:46). 

YKLPWVCEEGAGIPTVLQGHIDCGSLLGYRAVYRMCT 

FLILVGLTVGAFYIPDGSFTNIWFYFGWGSFLFILIQLV^ 

STCLSIAAVALMFMYYTEPSGCHEGKVFI^ 

WSALSS I PEQKCNPHIiPTQLGNETWAGPEGYETQWWDAPS I VGLI I FLLCTLFI SLRSSDHRQVNSLMQT 
EECP PMLDATQQQQQVAACEGRAFDNEQDGVTYS YS FFHFCLVLAS LHVMMTLTNWYKCVE TRKM I S TWTA 
VWKI CAS WAGLLIiYLWTIiVAPLLLRNRDFS 



The NOV9a amino acid sequence has 249 of 456 amino acid residues (54%) identical 
to, and 328 of 456 amino acid residues (71%) similar to, the Mus musculus 453 amino acid 
residue membrane protein TMS-2 protein (SPTREMBL- ACC : Q9QZI8) (E = 2.1e 135 ). 

NOV9a also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 9C. 



Table 9C. BLAST resnnltts for NOV9a 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 


gi 1 15077634 |qb| AAK8 


FKSG84 [Homo 
sapiens] 


456 


437/462 
(94%) 


438/462 
(94%) 


0.0 


3284 .1 IAF352325 1 


(AF352325) 


gi I 9790269 |ref|NP 0 


tumor 

differentially- 
expressed 1, 
1 ike ; membrane 
protein TMS-2 
[Mus musculus] 


453 


248/465 
(53%) 


327/465 
(69%) 


le-131 


62734. l| 


gi| 11282574 jpirj |T4 


hypothetical 
protein 

DKFZp434H0413.1 
[Homo sapiens] 


457 


249/465 
(53%) j 


328/465 
(69%) 


le-126 


6332 


gi | 14750715 Iref |XP 


KIAA1253 protein 
[Homo sapiens] 


453 


249/465 
(53%) 


328/465 
(69%) 


le-125 


051568.1) 


gi| 6382026 |dbi I BAA8 


KIAA1253 protein 
[Homo sapiens] 


472 


249/465 
(53%) 


328/465 
(69%) 


le-125 


6567. 1| (AB033079) 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 9D. 



Table 9D Information for the ClustalW proteins 

1) NOV9a (SEQ ID NO:46) 

2 ) 5077634|gb(AAK83284. 1 IAF3S2325 1 (AF352325) FKSG84 [Homo sapiens] (SEQ ID NO:l 16) 

3 ) gil9790269tref1NP 062734. 1| tumor differentially expressed 1, like; membrane protein TMS-2 [Mus 
musculus] (SEQ ID NO: 1 17) 
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4) gil!1282574lpirl|T46332 hypothetical protein DKFZp434H0413.1 [Homo sapiens] (SEQ ID NO:l 18) 

5) gi(147507151reilXP 051568.1[ KIAAI253 protein [Homo sapiens] (SEQ ID NO:l 19) 

6) gii6382026ldbilBAA86567.11 (AB033079) KIAA1253 protein [Homo sapiens] (SEQ ID NO: 120) 



NOV9A 

gi 
gi 
gi 
gi 
gi 



15077634| 
9790269 | 
11282574) 
14750715) 
6382026 | 



NOV9A 



gi 
gi 
gi 
gi 
gi 



15077634) 
9790269 | 
11282574) 
14750715 | 
6382026) 




NOV9A 

gi | 15077634 | 
gi|9790269| 
gi | 11282574 | 
gi | 14750715 j 
gi | 6382026 | 



110 



120 



130 



140 



ISO 




160 



170 



180 



190 



200 



NOV9A 

gi 
gi 
gi 
gi 
gi 



15077634) 
9790269| 
11282574) 
14750715 | 
6382026| 



NOV9A 



gi 
gi 
gi 
gi 
gi 



15077634 
9790269) 
11282574 
14750715 
6382026) 




250 



260 



270 



280 



290 



300 



NOV9A 



gi 
gi 
gi 
gi 
gi 



15077634) 

9790269| 

11282574) 

14750715) 

6382026| 



NOV9A 



gi 
gi 
gi 
gi 
gi 



15077634) 
9790269 | 
11282574) 
14750715 j 
6382026) 




360 



|....| 



370 



380 
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gi|l5077634| 
gi|9790269 | 
gi|H282574| 
gi|l4750715 j 
gi|6382026| 



NOV9A 

gi 

9i 

gi 
gi 
gi 



15077634 | 
9790269| 
11282574) 
14750715| 
6382026 | 



NOV9A 



gi 
gi 
gi 
gi 
gi 



15077634) 
9790269 | 
11282574 | 
14750715 | 
6382026) 
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ICPPjfcOATQQSQQ-VAACE 
iBCPPMI^ATQaMOQvjAAds' 




460 



I 



470 



480 



s^tavwvki^sw2gWly^jtlvapl|JlJ^rdf 
sqwtav^-tvkissswiggvlyvwtlvaplvltnrdfd 
sqwtavwvki s s swigmvlywtlvaplvltnrdfd 
s qwtavwvki s s s wigwiiyvwtlvaplvltnrdfd 
s qwt avwvki s s s wi gmvlyvwtiivaplviitnrdfd 



450 



Novel variants for the NOV9a nucleic acid and TMS-2-like protein are also disclosed 
herein as variants of NOV9a. Variants, as described above, are reported individually, but any 
combination of all or a subset are also included. 

A disclosed NOV9b nucleic acid (also referred to as 13375406) is a variant of NOV9a, 
encodes a novel TMS-2-like protein, and is shown in Table 9R NOV9b nucleotide changes 
are underlined in Table 9E. 



Table 9E. NOV9b Nucleotide Sequence (SEQ ID NO:47) 



ATGGGGGCCTGCCTGGGAGCCTGCTCCCTGCTCAGC 
CCCCCTGCATCCTGTGCAGCTGCTG^ 

CCTGGGGGTGTTGGTGTCCATC^TTATGCTGAGCCCGGGCGTGGAGAGTCAGCTCTA 

GAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCCACATOGACTGTGGCTCCCTGCT 

TGTGCTTCGCCACGGCGGCOTCTTCTO 

TGCC7VTCCAGAATGGGTTTTGGTTCTTTAAGTTCCTGATCCTGGTG 
GGCTCCl^CCAACATCTGraTTCTACTTCGGOT 

TCGACTTTGCGCACTCCTGGAACCAGCGGTGGCTGGGCAAGGCCGAGGAGTC 



GGCAAGGTCTTCATCAGCC7rCAACCTGACCTTCTGTGTCIX3CGTGTCCAT 
GCCTGCCTAACTCGGGTCTGCTGCAGGCCTCGGTCATCACCCTCTAC^ 
TATCCCTGAACAGAAATGCAACCCCCATTTGCCAACCCAGCT 
GAGACCCAGTGGTGGGATGCCCCGAGC^TTGTGGGCCTC^TCATCTTC 

CCTCAGACCACCGGCAGGTGAACAGCCTGATGCAGACCGAGGAGTGCCCACCTATGCTAGACGC<^ 

GCAGGTGGCAGCCTGTGAGGGCCGGGCCTTTGACAACGAGCAGGACGGCGTCACCT 

TGCCTGGTGCTGGCCTCACTX3CACGTCATGATGACGCTCACCAACTGGTACAAGTC 

GCACGTGGACCGCCGTGTC^TGAAGATCTGTGCCAGCTGG^ 

ACTCCTCCTGCGCAACCGCGACTTCAGCTGA 



A disclosed NOV9b polypeptide (SEQ ID NO:48) encoded by SEQ ID NO:47 is 
presented using the one-letter amino acid code in Table 9F. NOV9b amino acid changes, if 
any, are underlined in Table 9F. 



BEST AVAILABLE COPY 
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Table 9F. Encoded NOV9b protein sequence (SEQ ID NO:48). 

MGACLGACSLLSCVSPAGCASCLCGSAPCILCSCCPASRNSTVSRLICT^ 

T VLQGH I D CGS LLG YRAVYRMCFATAAF FFF FTLLMLC VS S S RD PRAAI QNG FWFFKFLI L VGI/TVG AF YIPDGS FTN I WFYFG V 
VGSFLFILIQLVLIjIDFAHSWNQRWIjGKAEECDSRAV^ASIjSSSTCLSIAAVAIiMFMYYTEP^^ 

AVLPKVQVSLPNSGLIjQASVITIiYTMFVTWSALS S I PEQKCNPHIiPTQLGNETWAG PEGYETQWWDAPS I VGLI I FLLCTLFI S 
I^SSDHRQVNSLMQTEECPPMLDATQQQQQVAACEGRAFDNEQ 

AVWVKICASWAGLLIiYLWTLVAPIiLLRNRDFS _ 

A disclosed NOV9c nucleic acid (also referred to as 13375405) is a variant of NOV9a, 
encodes a novel TMS-2-like protein, and is shown in Table 9G. NOV9c nucleotide changes 
are underlined in Table 9G. 



Table 9G. NOV9c Nucleotide Sequence (SEQ ID NO:49) 

ATGGGGGCCTGCCTGGGAGCCTGCTCCCTGCTCAGCTGCGT 

CCCCCTGCATCCTGTGCAGCTGCTGCCCCGCCAGCCGCAACTCCACCGTGAGCCGCCT 

CCTTGGGGGTGTTGGTGTCCATCATTATGCTGAGCCCGGGCGTGGAGAGTCAGCTCTACAAGCT 

GAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCC^CATCmCTG^^ 

TGTGCTTCGCCACGGCGGCCTTCTTCTTCTTTTTCACCCTGCTCATGCTCTGCGTC 

TGCC^TCCAGAATGGGTTTTGGTTCTTTAAGTTCCTGATCCTGGTGGG^ 

TCGACTTTGCGCACTCCTGGAACCAGCGGTGGCTGGGCAAGGCCGAGGAGTC 
CTCCTCTTCTACTTGTCCGTCGATCGCGGCCGTGGCGCTGAT^ 
GGCAAGGTCTTCATC^GCCTCAACCTC^CCTTCTGTGT 
GCCTGCCTAACTCGGGTCTGCTGGAGGCCTCGGTCATCACCCT 

TATCCCTGAACAGAAATGCAACCCCCATTTGCCAACCCAGCTGGGCAACGAGACAGT^ 
GAGACCCAGTGGTGGGATGCCCCGAGCATTGTGG^^ 

C CT CAG AC CAC CGGCAGGTGAACAGC CTGATG CAGAC CG AGG AGTG CCCACCTATGCTAGACGC CACACAGCAG CAGCA 

GC^GGTGGCAGCCTGTGAGGGCCGGGCCTTTGACAACGAGC^GGACGGCGTCACCTACAGCTACTCCr^ 

TGCCTGGTGCTGGCCTCACTGC^CGTCATGATGAC^ 

GCACGTGGACCGCCGTGTGGGTGAAGATCTGTGCCAGCTGGGCAGGGCTGCTCCT 

ACTCCTCCTGCGCAACCGCGACTTCAGCTGA . 



A disclosed NOV9c polypeptide (SEQ ID NO:50) encoded by SEQ ID NO:49 is 
presented using the one-letter amino acid code in Table 9H. NOV9c amino acid changes, if 
any, are underlined in Table 9H. 



Table 9H. Encoded NOV9c protein sequence (SEQ ID NO:50). 

MGACLGACSLIiSCVSPAGCASCLCGSAPCILCSCCPASRN^^ 
TVLQGHIDCGSIiLGYRAVYRMCFATAAFFFFFTI^ 

VGS FLF I LI QLVIjIjI DFAHSWNQRWIiGKAEECBSRAWYASLS S STCPS I AAVALMFMYYTE P S GCHEGKVF I S UsTLTFCVCVS I A 

AVLPKVQVSLPNSGLLQASVITIiYTMFVTWSA^^ 

LRSSDHRQVNSLMQTEECPPMIjDATQQQQQVAACEGRAJroNEQDG 

AVWVKICASWAGLIiLYIiWTIiVAPLIiIiRNRDFS , . 



A disclosed NOV9d nucleic acid (also referred to as 13375404) is a variant of NOV9a, 
encodes a novel TMS-2-like protein, and is shown in Table 91. NOV9d nucleotide changes 
are underlined in Table 91. 



Table 91. NOV9d Nucleotide Sequence (SEQ ID NO:51) 

CCCCCTCC^TCCTGTGCAGCTGCTGCCCCGCCAGCCGCAACTCCACCGTC 

CCTGGGGGTGTTGGTGTCCATCATTATGCIX^GCCCGGGCGTGGAGAGTC 

GAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCCACATCGACTGT 

TCTGCTTCGCCACGGCGGCCTTCTTC iTCT ITTTCACCCTO 

TGCCATCCAGAATGGGTTTTGGTTCTTTAAGTTCCTGATCCTC^ 

GGCTCCTTCACCAACATCTGGTTCTACTTCGGCGTCGTGGGOT 

TCGACTTTGCGCACTCCTGGAACCAGCGGTGGCTGGGG^ 

CTCCTCTTCTACTTGTCTGTCGAT CG CAGCCGTGG CGCIX1ATGTTCATGTACTACA,CTGAG C CCAGCGG CTGCCACG AG 
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GGC^GGTCTTCATCAGCCTCAACCTCACCTTCTGTGTCTCCGTGT 
GCCTGCCTAACTCGGGTCTGCTGCAGGCCTCGGTCATCACCCTCT 

TATCCCTGAACAGAAATG CAACCCCCATTTG CCAACCCAGCTGGGCAACGAGACAGTTGTGGCA.GGCCCCGAGGGCTAT 
GAGACCCAGTGGTGGGATGCCCCGAGCATTGTGGGCCTCAT^ 

CCTCAGACCACCGG CAGGTGAACAGCCTGATG CAGACCGAGGAGTGCCCACCTATGCTAGACGCCACACAGCAGCAGCA 

GCAGGTGGCAGCCTGTGAGGGCCGGGCCTTTGACAACGAGCAGGACGGCGTCACCTA 

TGCCIX^TGCTGGCCTCACTGCACGTCATGATGACGCTC^ 

GCACGTGGACCGCCGTGTGGGTGAAGATCTGTGCCAGCTGGGCAGGGCTGCTCCT 
ACTCCTCCTGCGCAACCGCGACTTCAGCTGA 



A disclosed NOV9d polypeptide (SEQ ID NO:52) encoded by SEQ ID NO:51 
presented using the one-letter amino acid code in Table 9J. NOV9d amino acid changes, if 
any, are underlined in Table 9J. 



Table 9J. Encoded NOV9d protein sequence (SEQ ID NO:52). 

"i^ACLGACSIXSCVSPAGCA^ 

TVLQGHIDCGSLLGYRAVYRMCFATAAFFFFFTLI^CVSSSRDPRAAIQNG 
VGSFLFILIQLVLLIDFAHSWNQRWLGKAEECDSRAW^ 

AVLPKVQVSLPNSGLLQASVITLYTMFVTWSALSS I PEQKCNPHLPTQLGNETVVAGPBGYETQWWDAPSIVGLI I FLLCTLFI S 

IiRSSDHRQVNSLMQTEECPPMLDATQ^QQVAACEGRAFDNEQIXS^ 

AWVKICASWAGLIiIiYLWTI/VAPLLLRNRDFS 



A disclosed NOV9e nucleic acid (also referred to as 13375403) is a variant of NOV9a, 
encodes a novel TMS-2-like protein, and is shown in Table 9K. NOV9e nucleotide changes 
are underlined in Table 9K. 



Table 9K. NOV9e Nucleotide Sequence (SEQ ED NO:53) 

ATGGGGGCCTG CCTGGGAG CCTGCTCCCTGCTCAGCTG CGTGAGTCCTG CTGGCTGTGCGTCCTGCCTCTGCGG CTCTG 
CCCCCTGCATCCTGTGCAGCTGCTGCCCCGCCAGCCGCAACTCCACCGTGAGCCGCCTC^ 

GAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCC 

TGTGCTTCGCCACGGCGGCCTTCTTCITCTTTTTCACCCTGCTCATGCT 
TGCCATCCAGAATGGGTTTTGGTTCTTTAAGTTCCTGATCC 

TCGACTTTGCGCACTCCrcGAACCAGCGG 

CTCCTCTTCTACTTGTCTGTCGATCGa3GCCGCGG03CTGATGTTCATGTACT 

GGCAAGGTCTTCATCAGCCTCAACCTCACCTTCTGTGTCTGCGTGTCCATOT 

GCXnXSCCTAACTCGGGTCTGCTGCAGGCCTCGGTCATCACCCT 

TATCCCTGAACAGAAATGCAACCCCCATTTGCCAACCCAGCTGGGCAACX^ 

GAGACCCAGTGGTGGGATGCCTCGAGCATTGTGGGCCTCATCATCnTCCTCCTGTC 

CCTCAGACCACCGG CAGGTGAACAGCCTGATGCAGACCX1AGGAGTGCCCACCT 

GCAGGTGGCAGCCTGTGAGGGCCGGGCCTTTGACAACGAG 

TGCCTGGTGCTGGCCTCACTG<^C^ 

GCACGTGGACC<5CCGTGTGGGTGU\AGATCTX»TGCCAGCTGGGCA 
ACTCCTCCTGCGCAACCGO^CTTCAGCTGA 



A disclosed NOV9e polypeptide (SEQ ID NO:54) encoded by SEQ ID NO:53 is 
presented using the one-letter amino acid code in Table 9L. NOV9e amino acid changes, if 
any, are underlined in Table 9L. 



Table 9L. Encoded NOV9e protein sequence (SEQ IB NO:54). 

MGACI,GACSLLSCVSPAGC^CI,CGSAPCILCSCCPAS 
TVLQGHIDCGSLI^yRAVYRMCFATAAFFFFFTIiIJ^LCVSSSR^ 

VGSFLFI L I Q LVLLID FAHSWNQRWLGKAE ECDS RAWYASLS S STCLS I AAAALMFMYYTE P SGCHBGKVF I SLNLTFCVCVS I A 
AVIiPKVQVSLPNSGLIjQASVITLYTMFVTWSALSS I PEQKCNPHLPTQLGNETVVAGPEGYETQWWDAPS IVGLI I FLLCTLFI S 
LRS SDHRQVNS LMQTEEC P PMLDATQQQQ£VAACEGRAFDNEQDGVTYS YS FFHFCLVLASLHVMM*TLTNWYKCVETRKM1 STWT 
AVWVKI CASWAGIiLLYLVrrLVAPLLLRNRDFS 
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The lactose permease is an integral membrane protein that cotransports H(+) and 
lactose into the bacterial cytoplasm (Green AL, et.al.; J Biol Chem 2000 Jul 
28;275(30):23240-6 ). Previous work has shown that bulky substitutions at glycine 64, which 
is found on the cytoplasmic edge of transmembrane segment 2 (TMS-2), cause a substantial 
decrease in the maximal velocity of lactose uptake without significantly affecting the K(m) 
values (Jessen-Marshall, A. E., Parker, N. J., and Brooker, R. J. (1997) J. Bacteriol. 179, 2616- 
2622). In the current study, mutagenesis was conducted along the face of TMS-2 that contains 
glycine-64. Single amino acid substitutions that substantially changed side-chain volume at 
codons 52, 57, 59, 63, and 66 had little or no effect on transport activity, whereas substitutions 
at codons 49, 53, 56, and 60 were markedly defective and/or had lower levels of expression. 
According to helical wheel plots, Phe-49, Ser-53, Ser-56, Gln-60, and Gly-64 form a 
continuous stripe along one face of TMS-2. Several of the TMS-2 mutants (S56Y, S56L, 
S56Q, Q60A, and Q60V) were used as parental strains to isolate mutants that restore transport 
activity. These mutations were either first-site mutations or second-site suppressors in TMS-1, 
TMS-2, TMS-7 or TMS-1 1. A kinetic analysis showed that the suppressors had a higher rate 
of lactose transport compared with the corresponding parental strains. Overall, the results of 
this study are consistent with the notion that a face on TMS-2, containing Phe-49, Ser-53, Ser- 
56, Gln-60, and Gly-64, plays a critical role in conformational changes associated with lactose 
transport. We hypothesize that TMS-2 slides across TMS-7 and TMS-1 1 when the lactose 
permease interconverts between the CI and C2 conformations. This idea is discussed within 
the context of a revised model for the structure of the lactose permease. 

The protein similarity information, expression pattern, and map location for the NOV9 
suggest that NOV9 may have important structural and/or physiological functions characteristic 
of the TMS-2 family. Therefore, the NOV9 nucleic acids and proteins of the invention are 
useful in potential therapeutic applications implicated in various diseases and disorders 
described below and/or other pathologies. For example, the NOV9 compositions of the 
present invention will have efficacy for treatment of patients suffering from Von Hippel- 
Lindau (VHL) syndrome, Alzheimer's disease, Stroke, Tuberous sclerosis, hypercalcemia, 
Parkinson's disease, Huntington's disease, Cerebral palsy, Epilepsy, Lesch-Nyhan syndrome, 
Multiple sclerosis, Ataxia-telangiectasia, Leukodystrophies, Behavioral disorders, Addiction, 
Anxiety, Pain, Neuroprotection, Endocrine dysfunctions, Diabetes, obesity, Growth and 
Reproductive disorders, Multiple sclerosis, Leukodystrophies, Pain, Neuroprotection and 
transporter disorders. The NOV9 nucleic acid encoding ITGA7-like protein, and the ITGA7- 
like protein of the invention, or fragments thereof, may further be useful in diagnostic 
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applications, wherein the presence or amount of the nucleic acid or the protein are to be 
assessed. 



NOV10 



A disclosed NOV 10 nucleic acid of 2295 nucleotides (also referred to AC073487_dal) 
encoding a novel UNC5 Receptor-like receptor protein is shown in Table 10A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 64-66 and 
ending with a TGA codon at nucleotides 2902-2904. Putative untranslated regions upstream 
from the intiation codon and downstream from the termination codon are underlined in Table 
10A, and the start and stop codons are in bold letters. 



Table 10A. NOV10 Nucleotide Sequence (SEQ ELD NO:55) 

Q3GCGAGACTGGGGCCAGGGAGACAGCCCTGGGGGAGAGGCGCCCGAACCAGGCCGCGGGAGCATGGGGGC 

CCGGAGCGGAGCTCGGGGCGCGCTGCTGCTGGCACTGCTGCTCTGCTGGGACCCGAGGCTGAGCCAAGCAG 

GTAGGAAGCGATCGGGTGAGGTGCTCCCTGACTCCT^ 

CTCCAGGAGCCACAGGACGCCTACATTGTGAAGAACAAGCCTGTGGAGC 

CACACAGATCTACTTCAAGTGGAACGGCGAGTGGGTCAG 

ATGAGGCCACCCTGGGGGCGCGGGGCGGCCTGCGGGTGCGCGAGGTGCAGATCGAGGTGTCGCGGCAGCAG 
GTGGAGGAGCTCTTTGGGCTGGAGGATTACTGGTGCCAGTGCGTGGCCTGGAGCTCCGCGGGCACCACCAA 
GAGTCGCCGAGCCTACGTCCGCATCGCCTGTCTGCG(^GAACTTCGATCAGGAGCCTCTGGG(^GGA^ 
TGCCCCTGGACCATGAGGTTCTCCTGCAGTGCCGCCCGCCGGAGGGGGTGCCTGTGGCCGAGGTGGAATGG 
CTCAAGAATGAGGATGTCATCGACCCCACCCAGGACACCAACTTCCTGCTCACCATCGACCACAACCTCAT 
CATCCGCCAGGCCCGCCTGTCGGACACTGCCT^CTATACCTGCGTGGCCAAGAACATCGTGGCCAAACGCC 
GGAGCACCACTGCCACCGTCATCGTCTACGTGAATGGCGGCTGGTCCAGCTGGGCAGAGTGGTCACCCTGC 
TCCAACttCTGTGGCCGAGGCTGGCAGAAGCGCACCCGGACC^ 

GGCCTTCTGCGAGGGCCAGGCATTCCAGAAGACCGCCTGCACCACC^TCTGCCCAGTCGATGGGGCGTGGA 
CGGAGTGGAGCAAGTGGTCAGCCTGCAGCACTGAGTGTC 

CCACCCCAGAACGGAGGCCGTGACTGCAGCGGGACGCTGCTCGACTCTAAGAACTGCACAGATGGGCTGTG 
CATGCAAAGTGAGCCTGTCCCCGCAGTGCTGGAGGCCTCAGGGGATGCGGCGCTGTATGCGGGGCTCGTGG 
TGGCCATCTTCGTGGTCGTGGGAATCCTCATGGCXSGTGGGG^ 

TTCGACACAGACATCACTGACTCATCTGCTGCCCTGACTGGTGGTTTCCACCCCGTCAACTTTAAGACGGC 

AAGGCCCAGTAACCCGCAGCTCCTACACCCCTCTGTGCCTCCTGACCTGACAGCCAGCGCCGGCATCTACC 

GCGGACCCGTGTATGCCCTGCAGGACTCCACCGACAAAATCCCCATGACCAACTCTCCTCTGCTGGACCCC 

TTACCCAGCCTTAAGGTCAAGGTOTACAGCTCCAGCACCACGGGCTCTGGGCCAGGCOT 

TGACCTGCTGGGGGTCTTGCCGCCTGGCACATACCCTAGCG^ 

TGCGCAGCGCCAGCCTCGGTTCCCAGCAGCTCTTGGGCCTGCCCCGAGACCCAGGGAGCAGCGTCAGCGG^ 

ACCTTTGGCTGCCTGGGTGGGAGGCTGAGCATCCCCGGCACAGGTGTC^ 

CATTCCCCAGGGCAAGTTCTACGAGATGTATCTACTCATCAACAAGGCAGAAAGTACCCT 

AAGGGACCCAGAGAGTATTGAGCCCCTCGGTGACCTGTGGACCCACAGGCCTCCTGCTGTGCTO 

ATCCTCACCATGCCCCACTGTGCCGAAGTCAGTGCCCGTGACTGGATCT^ 

CCAGGGCCACTGGGAGCAGGAGGTGGTGACCCTGGATGAGGAGACCCTGAACACACCCTG 

TGGAGCCCAGGGCCTGTCACATCCrGCTGGACCAGCTGGGCACCTA 

CGCTCAGCAGTCAAGCGGCTCCAGCTGGCCGTCTTCGCCCCCGCCCTCTGCACCTCCCTGGAGTACAGCCT 

CCGGGTCTACTGCCTGGAGGACACGCCTGTAGCACTGAAGGAGGTGCTGGAGCTGGAGCGGACTC 

GATACTTGGTGGAGGAGCCGAAACC«CTAATGTTCAAGGACAGTTAC<^C^CCTGCGCCTCTCCCTCCAT 

GACCTCCCCCATGCCCATTGGAGGAGCAAGCTGCTGGCCAAATACCAGGAGATCCCCTTCTATCA^ 

GAGTGGCAGCCAGAAGGCCCTCCACTGCACTTTCACCCTGGAGAGGCAGAGCTTGG 

CCTGCAAGATCTGCGTGCGGCAAGTGGAAGGGGAGGGCCAGATATTCCAGCTGCATACCACTC^ 

ACACCTGCTGGCTCCCTGGACACTCTCTGCTCT 

TGCCITGAAGATCCCACTGTCCATCCGCCAGAAGATATGCAACAGCCTAGATGCCCCCAACT 
ATGACTGGCGGATGTTAGCACAGAAGCTCTCTA^ 
CCCACGGGTGTGATCCTGGACCTCTGGGAAGCTCTGCAG 
TGCCTTGGAGGAGATGGGCAAGAGTGAGATGCTGGTGGCTGTG 

GGGACAGCGGGCTGGCAGGGACTGGCAGGAGGCAGGTGCAGGGAGGCCTGGGGCAGCCT 
GTTTGGCCTCTGC 
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The disclosed NOV10 nucleic acid sequence, localized to chromosome 10, has 2213 of 
2841 bases (77%) identical to a 2838 bp Rattus norvegicus transmembrane receptor UNCH2 
mRNA (GENBANK-ID: RNU87306) (E = 0.0). 

A disclosed NOV10 polypeptide (SEQ ID NO:56) encoded by SEQ ID NO:55 is 946 
5 amino acid residues and is presented using the one-letter amino acid code in Table 10B. 
Signal P, Psort and/or Hydropathy results predict that NOV10 does not contain a signal 
peptide and is likely to be localized at the plasma membrane with a certainty of 0.5140. The 
most likely cleavage site for a NOV 10 peptide is between amino acids 26 and 27, at: SGA- 
GR. 

Table 10B. Encoded NOV10 protein sequence (SEQ ID NO:56). 

MGARSGARGALIil^LLCTJDPRLSQAGRKRSGEVLPDSFPSAPAEPLPYFLQEPQDAYIVKNKPVELRCRA 
FPATQIYFKCNGEWVSQNDHVTQEGLDEATLGARGGLRVREVQIEVSRQQVEELFGL.EDYWCQCVAWSSAG 
TTKSRRAYVRIACLRKNFDQEPLGKEVPBDHEVLLQCRPPEGVPVAEVEWLKNEDVIDPTQDTNFLLTIDH 
^IIRQARLSDTANYTCVAKNIVAKRRSTTATVIVYTOGGWSSWAEWSPCSNRCGRGWQKRTRTCTNPAPL 
NGGAFCEGQAFQKTACTTICPVDGAWTEWSKWSACSTECAHWRSREO^PPQNGGRDCSGTI^SKNCTD 

GLCMQSEPVPAVIjEASGDAAIjYAGIiVVAI FVWAI LMAVGVWYRRNCRDFDTD I TDSSAAIiTGGFHPVNF 

KTARPSNPQLLHPSVPPDLTASAGIYRGPVYALQDSTDKIPMTOSPLLDPLPSLKVKVYSSSTTGSGPGLA 

DGADIjIjGVIjPPGTYPSDFARDTHFIjHIiRSASIiGSQQLLGLPRDPGSSVSGTFGCIjGGRLSIPGTGVSIiLVP 

NGAI PQGKFYEMYLLINKAESTLPIiSEGTQTVLS PSVTCGPTGLLLCRPVIIiTMPHCAEVSARDWI FQLKT 

QAHQGHWEQEWTLDEETLOTPCTCQLEPRACHIIJjDQLGT^ 

YSI^VYCLEOTPVALKEVIiELERTLGGYLVEEPKPLMFKDSYHNLRLSLH^ 

HI WSGSQKALHCTFTLERHSIASTEIjTCKI CVRQVEGEGQI FQLHTTLAETPAGSLDTBCSAPGSTVTTQL 
GPYAFKIPLSIRQKICNSLDAPNSRGiroWRMIjAQKLSMDRYIjNYFATKASPTGVIIiDIiWEAIjQQDDGDLNS 

LASAIiEEMGKSEMLVAVATDGDC 

10 

The NOV10 amino acid sequence has 860 of 946 amino acid residues (90%) identical 
to, and 893 of 946 amino acid residues (94%) similar to, the Rattus norvegicus 945 amino 
acid residue transmembrane receptor UNCH2 mRNA (ACC:O08722)(E = 0.0). The global 
15 sequence homology is 93.617 % amino acid homology and 91.383 % amino acid identity. 

NOV10 is expressed in at least the following tissues: Respiratory System, Lung; 
Urinary System, Kidney, Gastro-intestinal/Digestive System, Liver, Small Intestine; Whole 
Organism; Female Reproductive System, Placenta, Chorionic Villus. In addition, the 
sequence is predicted to be expressed in the following tissues because of the expression 
20 pattern of (GENBANK-ID: ACC:O08722) Transmembrane Receptor UNC5H2 homolog in 
species Rattus norvegicus : Respiratory System, Lung; Urinary System, Kidney; Gastro- 
intestinal/Digestive System, Liver, Small Intestine; Whole Organism; Female Reproductive 
System, Placenta, Chorionic Villus. 

The disclosed NOV 10 polypeptide has homology to the amino acid sequences shown 
25 in the BLASTP data listed in Table 1 0C. 
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Table IOC. BLAST results for NOV10 


Gene Inti^x/ 
lucutiiier 


Protein/ Organism 


(aa) 


Identity 
(%) 


Positives 

(%) 


Expect 


gi | 6678505 |ref|NP 0 


UNO 5 homolog (C. 
elegans) 3 [Mus 
mus cuius) 


931 


597/910 
(65%) 


707/910 
(77%) 


0.0 


33498. 1| 


qi I 4507837 |ref |NP 0 


unc5 (C. el egans 
homolog) c; 
homolog of C. 
elegans 
transmembrane 
receptor Unc5 
[Homo sapiens] 


931 


585/910 
(64%) 


702/910 
(76%) 


0.0 


03719 . 1 | 


gi| 12857776 Idbi I BAB 


putative [Mus 
musculus) 


945 


861/951 
(90%) 


899/951 
(93%) 


0.0 


31108. 1| (AK018177) 


gi 1 11559982 IreflNP 


t ran smembr ane 
ieccpcor uncDhz 
[Rattus 
norvegicus] 


945 


860/951 
(90%) 


893/951 j 
(93%) 


0.0 


071543 . 1 | 




gi | 15296526 IreflXP 


unc5 (C. elegans 
homolog) c [Homo 
sapiens] 


931 


586/910 
(64%) 


703/910 
(76%) 


0.0 


042940.2 | 





The homology between these and other sequences is shown graphically in the 
ClustalW analysis shown in Table 10D. 

Table 10D. ClustalW Analysis of NOV10 

1) Novel NOV10 (SEQ ID NO:56) 

2) gjl6678S05frefINP 033498.11 UNC-5 homolog (C. elegans) 3 [Mus musculus] (SEQ ID NO: 121) 

3) gil4507837lreflNP 0037 19. 1| unc5 (C.elegans homolog) c; homolog of C. elegans transmembrane receptor 
Unc5 [Homo sapiens] (SEQ ID NO: 122) 

4) gil 1 2857776ldbi (BAB 3 1 1 08. 1 1 (AK018177) putative [Mus musculus] (SEQ ID NO:123) 

5) gi|115599821ref1NP 071543.1) transmembrane receptor Unc5H2 [Rattus norvegicus] (SEQ ID NO: 124) 

6) gill5296526lreflXP 042940.2| unc5 (C.elegans homolog) c [Homo sapiens] (SEQ ID NO: 125) 
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gi 
gi 
gi 
gi 



6678505) 
4507837 | 
12857776 
11559982 
15296526 



NOV 10 



gx 
gi 
gi 
gi 
gi 



66785051 
4507837 | 
12857776 
11559982 
15296526 
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gi 
gi 
gi 
gi 
gi 



6678505) 
4507837 | 
12857776| 
11559982 | 
15296526| 
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6678505 | 
4507837 | 
12857776 
11559982 
15296526 
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gi 
gi 
gi 
gi 



190 



200 




250 



280 



AKRgSTTATVr 
AKRgSTTATVX 

akrSsttatvt 
akrSsttatvi 




290 
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380 



390 



400 



SEPVPAVI*] 

AAPD 

TAPDl 

QRTLNDPKSHPIiET 
QRTLNDPKSRPLEP 
TAPD3 




410 



420 



430 



440 



450 




SNPQLLHPSj 

I::::: ' 

NNPQLIiHP; 
SNPQLLHPj 

ii l: 




I 



490 



500 
.-I 



DKIPMTNSPgLDPLPgLK 

'DkipmtnspBldplpSlk 
dkipotnspHldplpSlk 
dkipmtnspSldplpBlk 
dkipmtnspSldplpSlk 
dkipmtnspmldplpSlk 



510 



520 



530 



540 



550 



6678505] 
4507837] 
12857776] 
11559982 | 




jsgpg: 

jAVjlfPQDg 
JAVSPQD 

"iG^GI*A j ( 
gSGAGLAgl 




TYP^FARSth: 

*MTQg--LIi; 
ITYPGDFS! 

GDFSRgTHF 
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gi|l5296526| g^gjjrg- -0AVTPQl)J3L5EPTSKjJsBQMTQg« - LLENE&BsE?KN OEI^A R 



560 



570 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505 | 
4507837 | 
12857776 | 
11559982) 
152965261 



600 




610 



620 



630 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505) 
4507837) 
12857776 
11559982 
15296526 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505) 
4507837 | 
12857776 
11559982 
15296526 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505| 
4507837 j 
12857776 
11559982 
15296526 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505) 
4507837 | 
12857776 
11559982 
15296526 



64 0 



650 



jV-TjVHKK | NMR 



700 




750 



800 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505 | 
4507837) 
12857776 
11559982 
15296526 



810 



820 



830 



840 
. I . . 



I 



850 



HVWSGSQRgLHCTFTLERljSLim 
HVwTGSQRgLHCTFTLERHsLg| 
HVwSGSQWLHCTFTLERgSLgg 

hvwsgsqrSlhctftlerSsl™ 



jELgCKgCVRQVEGEGQIFQLggT^E 
jEtjmCKflCVRQVEGEGQIFQLl^T W E 

je3EckScvrqvegegqifqlR?t^e 

EBcKgCVRQVEGEGQI FQL?5t JEe 
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900 



NOV 10 



gi 
gi 
gi 
gi 
gi 



6678505) 
4507837) 
12857776 
11559982 
15296526 



NOV 10 

gi | 6678505 | 

gi|4507837 j 




BEST AVAILABLE COPY 



950 



WO 02/29058 



PCT/US01/31248 



gi|l2857776 | 
gi (11559982 | 
gi j 15296526 I 



NOV 10 
gi | 6678505 | 
gi | 4507837 j 
gij 12857776 | 
gi | 11559982 j 
gi |15296526| 
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Table 10E-I lists the domain description from DOMAIN analysis results against 
NOV1 0. This indicates that the NOV10 sequence has properties similar to those of other 
proteins known to contain these domains. 



Table 10E. Domain Analysis of NOV10 

gnl ] Smart | smart 0021 8 , ZU5, Domain present in ZO-1 and Unc5-like net r in 
receptors; Domain of unknown function. (SEQ ID NO: 126) 
Length = 104 residues, 100.0% aligned 
Score = 149 bits (376) , Expect = 7e-37 



NOV10 



00218 



NOV10 



00218 



541 



601 



PGSSVSGTFGCLGGRIiSIPGTGVSLLVPNGAIPQGKFYE 

i inn mi i in 1++1 nun i 11+++ 11 1 1 +1+ 

PSFIiVSGTFDARGGRIiRGPRTGVRLI I PPGAI PQGTRYTCYIjVVHDKLSTPPPLEEGETI) 



600 



60 



lspswcgptglllcrpviltmphcaevsardwi fqlktqahqg 

111 mm 1 1 mn +iiii + 111 1 + 1 

61 L>S P WE CG PHGAIiFLRPVI LEVPHCASLRPRDWB I VLLRS ENGG 



644 



104 



Table 10F. Domain Analysis of NOV10 

gnl I Pf am|pf am00791 / ZU5, ZU5 domain. Domain present in ZO-1 and Unc5- 
like netrin receptors Domain of unknown function. (SEQ ID NO: 127) 
I>ength = 104 residues, 100.0% aligned 
Score = 147 bits (371) , Expect = 3e-36 



NOV10 



00791 



NOV10 



00791 



541 



601 



61 



PGS S VSGTFGCLGGRLS I PGTGVSLIiVPNGAI POGKFYEMYLL INKAESTLPLS EGTQTV 

i mn mi i in 1++1 Mini i n+++ 111 1 +1+ 

SGFIiVSGTFDARGGRIiRGPRTGVRLI I PPGAI PQGTRYTCYIiWHDKIiSTPP PLEEGETIj 



600 



60 



LS PSVTCGPTGLLLCRPVILTMPHCAEVSARDWI FQLKTQAHQG 

111 1 m 1 1 mn +1111 ^ 111 1 + 1 

LSPWECGPHGAIiFLRPVILEVPHCASLRPRDWELVLLRSENGG 



644 
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Table 10G. Domain Analysis of NOV10 

gnl I Smart | smartOOOOS , DEATH, DEATH domain, found in proteins involved 
in cell death (apoptosis) . ; Alpha-helical domain present in a variety 
of proteins with apoptotic functions. Some (but not all) of these 
domains form homotypic and heterotypic dimers . (SEQ ID NO: 12 8) 
Length = 96 residues, 99.0% aligned 
Score = 64.7 bits (156), Expect = 2e-ll 



NOV10 853 G P YAPKI PLS I RQKI CN S LDAPNSRGNDWRMLAQKLSM - DRYLNYFATKAS PTGV 906 

I I + 1+1+ II + I + lli 11+11 + + ++ |++ 

00005 1 P PGAAS LTELTREKLAKLLD - -HDLGDDWREI1ARKLGLSEADIDQIETESPRDI1AEQSYQ 58 
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NOV10 907 I LDLiWRAXiQQDDGDLNSLlASALEEMGKS EMLVAVATD 943 

+1 III + + I +| II +||+ + + + ++ 
00005 59 UjRLWEQREGKNATXjGTIiLEALiRKMGRDDAVEIjIiRSE 95 



Table 10H. Domain Analysis of NOV10 

gnl | Smart | smart00209 , TSPl, Thrombospondin type 1 repeats; Type 1 
repeats in thrombospondin- 1 bind and activate TGF-beta. (SEQ ID 
NO: 129) 

Length = 51 residues, 100.0% aligned 
Score =62.0 bits (149), Expect = le-10 



NOV10 254 WS S WAEWS PCSNRCGRG WQKRTRTCTN PAPLNGGAFCEGQAFQKTACTT - 1 CP 305 
_ q I 1*1 II III II I I III I I Ml | I +|| || 

00209 1 WGEWSEWS PCSVTCGGGV QTRTRCCNP P P - - NGGG PCTG PDTETRACNEQPC P 51 



Table 10L Domain Analysis of NOV10 

gnl | Smart | smart00409 / IG, Immunoglobulin. (SEQ ID NO:130) 
Length = 86 residues, 100.0% aligned. 
Score = 48.9 bits (115), Expect = le-06 



NOV10 164 PLGKEV P LDHEVIjIjQCRP PEGVP YAEVEWLKNEDVT D PTQDTNF LLT I DHN LIIRQA 220 

I I I II I I I I I + + | ++ !| 

00409 1 PPSVTVKEGESVTLSCEAS-GNPPPTVTWYKQGGKL-LAESGRFSVSRSGGNSTLTISNV 58 

NOV10 221 RliSDTANYTCVAKNIVAKRRSTTATVIVY 249 

1+ III I I I I 1+ | 

00409 59 TPEDSGTYTCAATNSSGSASSGT-TLTVL 86 



Migration of neurons from proliferative zones to their functional sites is fundamental 
to the normal development of the central nervous system. Mice homozygous for the rostral 
cerebellar malformation (rem) mutation exhibit cerebellar and midbrain defects, apparently as 
a result of abnormal neuronal migration. Ackerman et al. (1997^ reported that in rcm-mutant 
mice, the cerebellum is smaller and has fewer folia than in wildtype, ectopic cerebellar cells 
are present in midbrain regions by 3 days after birth, and there are abnormalities in postnatal 
cerebellar-neuronal migration. The authors isolated cDNAs encoding the rem protein (Rem). 
Sequence analysis revealed that the predicted 93 1 -amino acid mouse protein is a 
transmembrane protein that contains 2 immunoglobulin (Ig)-like domains and 2 type I 
thrombospondin (THBS1; 18806(ft motifs in the extracellular region. Ig and THBS1 domains 
are also found in the extracellular region of the C. elegans UNC5 transmembrane protein, and 
the C-terminal 865-amino acid region of Rem is 30% identical to UNC5. Ackerman et al. 
(1997) stated that the UNC5 protein is essential for dorsal guidance of pioneer axons and for 
the movement of cells away from the netrin ligand. In the developing brain of vertebrates, 
netrin-1 (601614^ plays a role in both cell migration and axonal guidance.Leonardo et aL 
£1997) demonstrated that Rem binds netrin-1 in vitro. Ackerman et al. (1997) concluded that 
Rem and its ligand are important in critical migratory and/or cell-proliferation events during 
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cerebellar development. Przvborski et al. (1998) found that disruption of the mouse rem gene, 
also called the Unc5h3 gene, resulted in a failure of tangentially migrating granule cells to 
recognize the rostral boundary of the cerebellum. 

By searching an EST database for sequences related to the Unc5h3 gene, Ackerman 
and Knowles (1998) identified a partial human fetal brain cDNA encoding UNC5C, the 
human Unc5h3 homolog. Using 5-prime RACE, they cloned a cDNA corresponding to the 
entire UNC5C coding region. The predicted 931 -amino acid human protein has the overall 
domain structure of UNC5 family proteins, and is 97% identical to Unc5h3. Northern blot 
analysis revealed that the 9.5-kb UNC5 mRNA is expressed in brain and heart, and at low 
levels in kidney. 

The protein similarity information, expression pattern, and map location for the 
NOV10 (UNC5 receptor-like) protein and nucleic acid disclosed herein suggest that NOV10 
may have important structural and/or physiological functions characteristic of the UNC5 
receptor family. Therefore, the NOV10 nucleic acids and proteins of the invention are useful 
in potential therapeutic applications implicated in various diseases and disorders described 
below and/or other pathologies. For example, the NOV10 compositions of the present 
invention will have efficacy for treatment of patients suffering from inflammatory and 
infectious diseases such as AIDS, cancer therapy, Neurologic diseases, Brain and/or 
autoimmune disorders like encephalomyelitis, neurodegenerative disorders, Alzheimer's 
Disease, Parkinson's Disorder, immune disorders, and hematopoietic disorders, endocrine 
diseases, muscle disorders, inflammation and wound repair, bacterial, fungal, protozoal and 
viral infections (particularly infections caused by HTV-1 or HTV-2), pain, cancer (including but 
not limited to Neoplasm; adenocarcinoma; lymphoma; prostate cancer; uterus cancer), 
anorexia, bulimia, asthma, Parkinson's disease, acute heart failure, hypotension, hypertension, 
urinary retention, osteoporosis, Crohn's disease; multiple sclerosis; and Treatment of Albright 
Hereditary Ostoeodystrophy, angina pectoris, myocardial infarction, ulcers, asthma, allergies, 
benign prostatic hypertrophy, and psychotic and neurological disorders, including anxiety, 
schizophrenia, manic depression, dehrium, dementia, severe mental retardation and 
dyskinesias, such as Huntington's disease or Gilles de la Tourette syndrome and/or other 
pathologies and disorders. The NOV10 nucleic acid encoding UNC5 Receptor-like protein, 
and the UNC5 Receptor -like protein of the invention, or fragments thereof, may further be 
useful in diagnostic applications, wherein the presence or amount of the nucleic acid or the 
protein are to be assessed. 

NOV11 
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NOV1 1 includes three novel Hepatocyte Growth Factor-like proteins disclosed below. 
The disclosed proteins have been named NOV1 la, NOV1 lb and NOV1 lc. 

NOVlla 

A disclosed NOV1 la nucleic acid of 1782 nucleotides (also referred to 
GMba446gl3_A) encoding a novel TMS-2-like protein is shown in Table 1 1 A. An open 
reading frame was identified beginning with an ATG initiation codon at nucleotides 22-24 and 
ending with a TGA codon at nucleotides 1723-1725. Putative untranslated regions upstream 
from the initiation codon and downstream from the termination codon are underlined in Table 
1 1 A, and the start and stop codons are in bold letters. 

Table 11A. NOVlla Nucleotide Sequence (SEQ BCD NO:57) 

CAGGGCAGCGC^CGCCATTGAATGACTTC 

GCCTGGGCCTTGGCAGGAGGATGTGG(^GATGCTGAAGAGTGTGCTGGTCGCTGTGGGCCCTTAACGGACT 
GCTGGGCCTTCCACTACAATGTGAGCAGCCATGGTTGCC^^ 

TCAAGGCTGTGGC7VTTCTGGGCGCTGTGACCTCTTCCAGAAGAAAGACTACATACGGACCTGCATCATGAA 
CAATGGGGTTGGGTACCGGGGCACCATGGCC^CGACCGTGGGTGGCCTGTCCTGCCAGGCTTGGAGCCACA 
AGTTCCCGAATGATCACAAGTACATGCCCACGCTCCGGAATGGC 

GATGGCGACCCCGGAGGTCCTTGGTGCCACACAACAGACCCTGCCGTGCGCTTCCAGAGCTGCGGCATCAA 

ATCCTGCCGGGTGGCCGCGTGTGTCTGGTGCAATGGCGAGGAATACCGCGGCGCGGTAGACCGCACCGAGT 

CAGGGCGCGAGTGCCAGCGCTGGGATCTTCAGCACCCGCACCAGCACCCCTTCGAGCCGGGCAGGTTCCTC 

GACCAAGGTCTGGACGACAACTATTGCCGGAATCCTGACGGCTCCGAGCGGCCATGGTGCTACACTACGGA 

TCCGC^GATCGAGCGAGAATTCTGTGACCTCCCCCGCTGCGGTTCCGAGGCACAGCCCCGCCAAGAGGCCA 

CAAGTGTCAGCTGCTTCCGCGGGAAGGGTGAGGGCTACCGGGGCACAGCCAATACO^CCACCGCGGGCGT^ 

CCTTGCCAGCGTTGGGACGCGCAAATCCCGCATCAGCACCGATTTACGCCAGAAAAATACGCGTGCAAGGA 

CCTTCGGGAGAACTTCTGCCGGAACCTCGACGGCTCAGAGGCGCCCTGGTGCTTCACACTGCGGCCCGGCA 

TGCGCGTGGGCTTTTGCTACCAGATCCGGCGTTGTACAGACGACGTGCGGCCCCAGGACTGCTACCACGGC 

GCGGGGGAGC^GTACCGCGGCACXKSTCAGC^GACCCGCAAGGGTGTCCAGTGCCAGCGCG 

GACGCCGCACAAGCCGCAGTT^CGTTTACCTCCGAACCGCATGCACAACTGGAGGAGAACTTCTCCCA^ 

CCCCAGATGGGGATAGCCATGGGCCCTGGTGCTACACGATGGACCCAAGGACCCCATTCGACTACTGTGCC 

CTGCGACGCTGCGCTGATGACCAGCCGCCATCAATCCTGGACCCCCCCGACCAGGTGCAGTTTGAGAAGTG 

TGGCAAGAGGGTGGATCGGCTGGATCAGCGTCGTTCCAAGCTGCGCGTGGCTGGGGGCCATCCGGGCAACT 

CACCCTGGA(^GTCAGCTTGGGGAATCGGCAGGGCCAGCATTTCTGCGGGGGGTCTCTAGTGAAGGAGCAG 

TGGATACTGACTGCCCGGCAGTGCTTCTCCTCCCAGCATATGC 

C7VCCCTGTTCCAGAACCCAGAACATGGAGAGC(^GGCCTAC 

GGCCCTCAGGCTCCCAGCITGTCCTGCTCAAGCTGGAGAGGTCTGTGACCCTGAACC^GCGTGTGGCCCTG 
ATCTGCCTGCCGCCTGAATGATATGTGGTGCCTCCAGGGACCAAGTGTGAGATTGCAGGCCGGGGTGAGAn 
CAAAGGT ~ " ~ — ~ " ' 



The disclosed NOV1 la nucleic acid sequence, localized to chromosome 1, has 1735 of 
1787 bases (97%) identical to a Homo sapiens Macrophage Stimulating Protein mRNA 
(GENBANK-ID: RNU87306) (E - 0.0). 

A disclosed NOV1 la polypeptide (SEQ ID NO:58) encoded by SEQ ID NO:57 is 567 
amino acid residues and is presented using the one-letter amino acid code in Table 1 IB. 
Signal P, Psort and/or Hydropathy results predict that NOV1 la does not contain a signal 
peptide and is likely to be localized to the peroxisome (microbody) with a certainty of 0.4531 
and to the cytoplasm with a certainty of 0.4500. NOV1 la is similar to the hepatocyte growth 
factor family, some members of which are released extracellularly. Therefore it is likely that 
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NOV1 la is available at the same sub-cellular localization and hence accessible to a diagnostic 
probe and for various therapeutic applications 



Table 11B. Encoded NOVlla protein sequence (SEQ ID NO:58). 

MTSRCSGAQS^^ 

RCDLFQKKDYIRTCIMISnSIGVGYRGTMATTVGGLSCQAWSHKFPN^ 

WCHTTDPAVRFQSCGIKSC^VAAC^CNGEEYRGAVDRTESGRECQRWDLQHPHQHPFEPGRFLDQGLDDN 
YCRNPDGS ERPWCYTTDPQ I EREFCDIiPRCGS EAQPRQEATSVS CFRGKGEGYRGTANTTTAGVPCQRWDA 
QI PHQHRFTPEKYACKDLRENFCRNLDGSEAPWCFTLRPGMRVGFCYQI RRCTDDVRPQDCYHGAGEQYRG 
WSKTRKGVQCQRASAETPHKPQFTFTSEPHAQLEENFCQTPDGDSHGPWCYTMDPRTPFDY^^ 
QPPSIIXiPPDQVQFEKCGKRVDRLDQRRSKLRVAGG 
CFSSQHMPLTGYEWLGTLFQNPQHGEPGI^RvPVAKMLO^ 



5 

The NOV1 l a amino acid sequence has 249 of 456 amino acid residues (54%) identical 
to, and 552 of 567 amino acid residues (97%) identical to, and 556 or 567 amino acid residues 
(98%) similar to, the Homo sapiens 567 amino acid residue Hepatoctye Growth Factor protein 
(Q13208) (E = 0.0). The global sequence homology is 97.707 % amino acid homology and 

10 97354 % amino acid identity. 

NOV1 la is expressed in at least the following tissues: lung, liver, kidney, brain, . In 
addition, NOV1 la is predicted to be expressed in the following tissues because of the 
expression pattern of a closely related Bos taurus Growth Factor homplog in species 
(GENBANK-ED: AW657716) : lymph node, ovary, fat, hypothalamus, and pituitary. 

15 NOV1 1 a also has homology to the amino acid sequences shown in the BLASTP data 



listed in Table 11C. 



Table 11C. BLAST results for NOVlla 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%> 


Positives 
(%) 


Expect 


gi 1 1141775 | gb | AAC63 
092. 1| (U28054) 


hepatocyte growth 
factor- like 
protein homolog 
[Homo sapiens] 


567 


552/567 
(97%) 


556/567 
(97%) 


0.0 


gi | 123114 | sp| P26927 
| HGFL HUMAN 


HEPATOCYTE GROWTH 
FACTOR - Li I KE 
PROTEIN PRECURSOR 

(MACROPHAGE 
STIMULATORY 
PROTEIN) (MSP) 

[Homo sapiens] 


771 


532/557 
(95%) 


540/557 
(96%) 


0.0 


gi ) 10337615 IreflNP 
066278. l| 


macrophage 
stimulating 1 
(hepatocyte 
growth factor- 
like) [Homo 
sapiens] 


711 


532/557 
(95%) 


540/557 
(96%) 


0.0 
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gi|l5294659|ref |XP 
054070. 1| 


macrophage 
stimulating 1 
(hepatocyte 
growth factor- 
like) [Homo 
sapiens] 


711 


532/557 
(95%) 


540/557 
(96%) 


0.0 


qi|90615|pir| IA4033 
2 


macrophage - 
stimulating 
protein 1 
precursor [Mus 
musculus] | 


716 


435/565 
(76%) 


479/565 
(83%) 


0.0 | 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 11D. 

Table 11D Information for the ClustalW proteins 

1) NOVl la (SEQ ID NO:58) 

2) gill 14177SlgblAAC63092.11 (U28054) hepatocyte growth factor-like protein homolog [Homo sapiens] (SEQ 
IDNO:131) 

3) eill231141spl P26927IHGFL HUMAN HEPATOCYTE GROWTH FACTOR-LIKE PROTEIN 
PRECURSOR (MACROPHAGE STIMULATORY PROTEIN) (MSP) [Homo sapiens] (SEQ ID NO:132) 

4) gill 033761 5treflNP 066278.1) macrophage stimulating 1 (hepatocyte growth factor-like) [Homo sapiens! 
(SEQIDNO:133) 

5) gi)15294659lreflXP 054070. 1) macrophage stimulating 1 (hepatocyte growth factor-like) [Homo sapiens! 
(SEQ ID NO: 134) 

6) gil90615fpt rllA40332 macrophage-stimulating protein 1 precursor [Mus musculus] (SEQ ID NO: 135) 



NOV 11A 

gi 
gi 
gi 
gi 
gi 



1141775 | 
123114 | 
10337615 | 
15294659] 
90615 | 
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NOV 11A 



gi 
gi 
gi 
gi 
gi 



1141775 | 

123114) 

10337615| 

15294659| 

906151 



I 



60 



70 
J.. 



80 
I.. 



90 
. I . . 
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adaeecagrcgpli-idcrafhynvsshgcqllpotqhsphtrlrSsgrcdl 
adaeecagrcgplmdcrafhynvsshgcqllpwtqhsphtrlrfgsgrcdl 

ADAEECAGRCGP^IDCRAFHYOTSSHGCQLLPWTQHSPHTRLRgSGRCDL 
ADAEECA3RCGPLl^CRAFHYNBSSHGCOLLPtVTOHSifeTfflLTOsH?Ci^Ii 



NOV 11A 
gi | 1141775 | 
gi j 123114 | 
gi j 10337615 | 
gi j 15294659 | 
gi j 90615 | 



110 



120 



130 



140 



150 
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gi 
gi 
gi 
gi 
gi 



1141775) 

123114) 

10337615| 

15294659| 

90615) 



160 



170 



180 



190 



I 



200 
• • I 



GLEENFOTjNPDGDPGGPWCgTTDPAVRFQSCGIKSCRQAACWCNGEEYR 
GLEENFCRNPDGDPGGPWO^TDPAVRFQSCGIKSCggAACV^VCNGEEYR 
GLEENFCRNPDGDPGGPVJCYTTDPAVRFQSCGIKSCREAACVWCNGEEYR 
GLEENFCRNPDGDPGGPWCYTTDPAVRFQSCGIKSCREAACVWCNGEEYR 
GLEENFCRNPDGDPGGPWCYTT DPAV RFQSCGIKSCREAACWCNGEEYR 
GLEENFCRNPDGDPgGPWCYTTiTE^VRFQSCGlKnCREAScvi^CNGE^YR 



210 



220 



23 0 
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24 0 

..|....| 



250 
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1141775| 
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10337615 | 
15294659 j 
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NOV 11A 



gi 
gi 
gi 
gi 
gi 



1141775 I 
123114 I 
10337615| 
15294659 j 
90615 | 



NOV 11A 



ga- 
gi 
gi 
gi 
gi 



114177 5 | 
123114| 
10337615| 
15294659) 
90615 | 
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gi 
gi 



1141775) 
123114) 
10337615) 
15294659 j 
90615) 



NOV 11A 

gi 
gi 
gi 
gi 
gi 



1141775) 
123114) 
10337615 | 
15294659) 
90615| 



NOV 11A 



gi 
gi 
gi 
gi 
gi 



1141775) 
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15294659) 
90615) 
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GAVDRTESGRECQRWDLQHPHQHPFEPGgFLDQGLDDNYCRNPDGSERP 1 

GAVDRTESGRECQRWDLQHPHQHPFEPGKFLDQGLDDNyCRgPDGSgRPW 

GAVDRTESGRECQRWDLQHPHQHPFEPGKFLDQGLDDNYCRNPDGSERPW 

GAVDRTESGRECQRWDLQHPHQHPFEPGKFLDQGLDDNYCRNPDGSERPW 

GAVDRTESGRECQRWDLQHPHQHPFEPGKFLDQGLDDNYCRNPDGSERPW 

G?^BTESGRECQRWDLQHPHiHPFBp HKFIiP}g3LiSDNYCRNPDGSERPW 



260 



270 



280 



290 



300 



CYTTDPQIEREFCDLPRCG 
CYTTDPQIEREFCDLPRCG 
CYTTDPQIEREFCDLPRCG 
CYTTDPQIEREFCDLPRCG 
CYTTDPQIEREFCDLPRCG 

cyttdpSSSerefcdlp^cgj 




1141775) 
123114 | 
10337615) 
15294659 j 
90615| 



32 0 
. . I . . 



I 



320 
. . I . . 



33 0 



340 



350 



RGTANTTTAGVPCQRWDAQIPHQHRFTPEKYACKDLRENFCRNgDGSEAP 
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RGTANTTTAGVPCQRWDAQIPHQHRFTPEKYACKDLRENFCRNPDGSEAP 
RGTANTTTAGVPCQRWDAQIPHQHRFTPEKYACKDLRENFCRNPDGSEAP 
RGTANTTTAGVPCQRWDAQIPHQHRFTPEKYACKDLRENFCRNPDGSEAP 
P nT^WTT^AGVP CORWD AQ^PHQHRFSpEK YACKDLR ENFCRNPDG S E AP 
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QRWSAETPHKPQFTFTSEPHAQLEENFCRNPDGDSHGPWCYTMDPRTPFD 
QRWSAETPHKPQFTFTSEPHAQLEENFCRNPDGDSHGPWCYTMDPRTPFD 
QRWSAETPHKPQFTFTSEPHAQLEENFCRNPDGDSHGPWCYTMDPRTPFD 
Q»??WS^ETPHKPQFT5TSgP!gAaLEgNFCRNPDGDSHGPWCYTgDP?ggFD 
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SPWTVSLgNRQGQHFCGGSLVKEQWILTARQCFSSgHMPIiTGYEVWLGTL 
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SPWTVSLRNRQGQHFCGGSLVKEQWILTARQCFSSCHMPLTGYEVWLGTL 
SPWTVSLRNRQGQHFCGGSLVKEQWILTARQCPSSCHMPLTGYEVWLGTL 
SPWTVSLRNRQGQHFCGGSLVKEQWILTARQCFSSCHMPLTGYEVWLGTL 
iSPWTVSLRroOGQHFCGGSLVKEQWS LTARQCgSsCHjgPIiTGYEVWLGT r 
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FQNPQHGEpSlQRVPVAKMVCGPSGSQLVLLKLERSVTLNQRVALICLPP 

fqnpqhgepSlqrvpvakiwcgpsgsqlvllklersvtlnqrvaliclpp 
fqnpqhgepBlqrvpvakmvcgpsgsqlvllklersvtlnqrvaliclpp 
sqnpqsges^lqrvpvakgvcgpggsqlvllklergvbln^valiclpp 
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ESEgCTBGLgSpVGACEGDYGGPLAO^TH^a^VLaGBlIPNRVCARgRW^ 
E S£^CT|^GL^^P VG ACEGD YGGPL ACy ThBcWVlBgHi I PNRVCArBrWP 
ES E^CTgGL^PVG ACEGD YGG PL AC^HgC^iAn^gGlJl I PNRVCAR§RW^ 
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Table 1 IE- J lists the domain description from DOMAIN analysis results against 
NOV 1 la. This indicates that the NOV1 la sequence has properties similar to those of other 
proteins known to contain these domains. 



Table HE. Domain Analysis of NOVlla 

gnl | Pfam|pfam00051 , kringle, Kringle domain. Kringle domains have been 
found in plasminogen, hepatocyte growth factors, prothrombin, and 
apol apoprotein A. Structure is disulf ide-rich, nearly all-beta. (SEQ 
ID NO: 136) 

Length = 79 residues, 100.0% aligned 
Score = 114 bits (284), Expect = 2e-26 



NOVlla 166 CVWCNGEEYRGAVDRTESGRECQRWDLQHPHQHPP- E PGRFLDQGIiDDNYCRNPDGSERP 224 

i in in mi inn i in i i+ +11 'ilium in 

00051 1 CYHGNGENYRGTASTTESGAPCQRWDSQTPHRHSKYTPERYPAKGLGENYCRNPDGDERP 60 

NOVlla 225 WCYTTDPQI EREFCDLPRC 243 

1111111++ l+ll+lll 
00051 61 WCYTTD PRVRWEYCD I PRC 79 



Table 11F. Domain Analysis of NOVlla 

gnl | Pf am I pf amOOOSl f kringle, Kringle domain. (SEQ ID NO: 137) 
Length = 79 residues, 100.0% aligned 
Score = 106 bits (264), Expect = 4e-24 



NOVlla 258 C FRG KGEGYRGTANTTT AGV P CQRWD AQ I PHQHRF- TPEKYACKDLRENFCRNIiDGSEAP 316 

_ 1+ I II IIIIMI +1 llllll+l ll+l 1 1 1*1 I I 11 + 111 II I I 

00051 1 CYHGNGENYRGTASTTESGAPCQRWDSQTPHRHSKYTPERYPAKGLGENYCRNPDGDERP 60 

NOVlla 317 WCFTIiRPGMRVG PCYQI RRC 336 

ll + l I + l + 1 I II 
00051 61 WCYTTDPRVRWEYC-DIPRC 79 
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Table 11G. Domain Analysis of NOVlla 

gnl | Pf ami pfamO 0051 , kringle, Kringle domain. (SEQ ID NO: 138) 
Length = 79 residues, 100.0% aligned 
Score =98.6 bits (244), Expect = 9e-22 



NOVlla 345 CYHGAG EQ YRGTVS KTRKGVQC QRAS AETPHK - PQ FTFTSEPHAQLEENFCQT PDGDSHG 403 

Mil || till I I I III ++III+ ++I I I H + l + Mil 
00051 1 C YHGNGENYRGTASTTE SGAPCQRWD SQTPHRHS KYTPERYPAKGIiGENYCRNPDGDER - 59 

NOVlla 4 04 PWCYTMDPRTPFDYCALRRC 423 

inn iii + ii 

00051 60 PWCYTTDPRVRWEYCDIPRC 79 



Table 11H. Domain Analysis of NOVlla 

gnl 1 Pf am | pf am00051 , kringle, Kringle domain. (SEQ ID NO:139) 
Length = 79 residues, 100.0% aligned 
Score = 94.4 bits (233), Expect = 2e-20 



NOVlla 85 C I MNNGVGYRGTMATTVGG LS CQAWSHKF PNDHKYM PTLRNGLEENFCHNPDGDPGG 141 

I II 1 1 1 1 +1 1 I III +1+1 11 IM Mill 

00051 1 CYHGNGEaTYRGTASTTESGAPCQRWDSQTPHRHSKYTPERYPAKGLGENYCRNPDGDE-R 59 
NOVlla 142 PWCHTTDPAVRPQSCGIKSC 161 

lll+llll 1 1++ I I I 

00051 60 PWCYTTDPRVRWEYCDIPRC 79 



Table 111. Domain Analysis of NOVlla 

gnl | Smart I smart00130 , KR, Kringle domain; Named after a Danish pastry. 
Found in several serine proteases and in ROR-like receptors. Can occur 
in up to 38 copies (in apolipoprotein(a) ) . Plasminogen- like kringles 
possess affinity for free lysine and lysine- containing peptides. (SEQ 
ID NO:140) 

Length = 83 residues, 97.6% aligned 
Score *» 112 bits (280) , Expect = 6e-26 



NOVlla 166 CVWCNGEEYRGAVD RT E SGRECQRWDLQH PHQH P FE PGRFLDOGLDDNYCRN PDG - SERP 224 

i in iii i+ii+ urn i n i i i n + ii+ imiiii n i 

00130 3 CYAGNGESYRGTASTTKSGKPCQRWD SQTPHLHRFT PERF PEW3LEHNYCRNPDGDSEGP 62 
NOVlla 225 WCYTTDPQI EREFCDLPRCGS 245 

mini + i+ii+i+i i 

00130 63 WCYTTDPNVRWEYCDI PQCES 83 



Table 11 J. Domain Analysis of NOVlla 

gnl I Smart I smart 0013 0 , KR, Kringle domain; (SEQ ID NO: 141) 
Length = 83 residues, 100.0% aligned 
Score = 108 bits (271), Expect = 6e-25 



NOVlla 343 QDCYHGAGEQYRGTVS KTRKGVQCQRASAETPHKPQFTFTS E PHAQLEENFCQTPDGDSH 402 

i it mi i i+ i mi ++U1 +n i ii i+i+ inn 

00130 1 RDCY3U3NGESYRGTASTTKS6KPCQRVn)SQTPHIiHRFTPERFPELGLEHNYCRNPDGDSE 60 

NOVlla 403 GPWCYTMDPRTPFDYCAIiRRCftD 425 

llllll II ++II + +1 
00130 61 GPWCYTTDPNVRWEYCDIPQCES 83 



106 



WO 02/29058 PCT/US01/31248 
Novel variants for the NOV1 la nucleic acid and hepatocyte growth factor-like protein 

are also disclosed herein as variants of NOV1 la. Variants, as described above, are reported 

individually, but any combination of all or a subset are also included. 

A disclosed NOV1 lb nucleic acid (also referred to as cg34a.348) is a variant of 

NOV1 la, encodes a novel hepatocyte growth factor-like protein, and is shown in Table 1 IK. 

NOV1 lb nucleotide changes are underlined in Table 1 IK. 



Table UK NOVllfo Nucleotide Sequence (SEQ ID NO:59) 



TGCAGCCTCCAGCCAGAAGGATGGGGTGGCTCCCACTCCTGCTGCTTCTGACT 

CTCGCCATTGAATGACTTCGAGGTGCTCCGGGG CACAGAGCTACAG CGGCTG CTACAAGCGGTGGTGCCCGGGCCTTGG 
CAGGAGGATGTGGCAGATGCTGAAGAGTGTGCTGGTCG CTGTGGG CCCTTAATGGACTGCCGGGCGTTCCACTACAATG 
TGAGCAGCCATGGTTGCCAACTGCTGCCATGGACTCAACACTCACC 
CCTCn-rCCAGGAGAAAGACTACATACGGACCTGCATCATGA^ 

GTGGGTGGCCTGTCCTGCCAGGCTTGGAGCCACAAGTTCCCXSAACGATCACAGGTAC^ 

TGG AAGAGAACTTCTG CCX3TAACCCTGATGGCGACCCCGGAGGTCCTTGGTGCCACACAACAGACCCTGCCGTG CGCTT 
CCAGAGCTGCGGCATGAAATCCTGCCGGTCTGCCG^ 

CGCACCGAGTCAGGG CG CGAGTGCCAGCGCTGGGATCTTCAGCACCCG CACCAGCACCCCTTCGAGCCGGGCAAGTACC 
CCGACCAAGGTCTGGACX^CAACTATTGCCGGAATCCTGACGGCTC^ 

GATCGAGCGAGAATTCTGTGACCTCCCCCGCTGCGGTTCCGAGGCACAGCCCCGCCAAGA^ 

TTCCGCGGGAAGGGTGAGGGCTACCGGGGCACAGCCAATACCACCACCGCGGGCGTACCTTC 

AAATCCCGCATCAGCACCGATTTACGCCAGAAAAATACGCGTGCAAGGA 

CGGCTCAGAGGCX3CCCTGGTGCTTCACACTGCGGCCCGGC^ 

GACGATOTGCGGCCCCAGGGTTGCTACCACGGCXSCGGGGGAGCAGTACC^ 

TCCAGTGCCAGCGCGCGTCCGCTGAGACGCCGCACAAGCCX3CAGTTTACCTTTACCT 

GGAGAACTTCTGCCGCX3ACCCAGATGGGGATAGCTATGGG 

TACTGTGCCCTGCGACGCTGCGCTGATGACCAGCCX3CCATCAATCCTGGACCCCCCCGACCA 
GTGGCAAGAGGGTGGATCGGCTGGATCAGCGTTGTTCCAAGCTGCGC^ 
GAGAGTCAGCTTGCGGAATAGGCAGGGCCAGCATTTCTGCGGGGGGTCTCT 
CGGCAGTGCTTCTCCTCC^GCC^TATGCCTCTCACGGGCTATGAGGTATGG 

ATGGAG AGCCAGG CCTACAGCGGGTCCCAGTAGCCAAGATGCTGTGTGGGCCCTCAGG CTCTCAGCTTGTCCTGCTCAA 

GCTGGAGAGATCTGTGACCCTGAACCAGCGTGTGGCCCTGATCTGCCTGCCG 

ACCAAGTGTGAGATTGCAGGCCGGGGTGAGACC^AAGGTACGGGTAATGAI^ 

T C ATCTCCAACCAGG AG TGTAACATCAAG CACCGAG GAC ATGTG CGGGAG AG CG AGATGTGCACTGAGGG ACTGTTGG C 
CCCTGTGGGGGCCTGTGAGGGGGGTGACTACX^GGGCCCACTTC 

TTCACAAGGTCATGAGACTGGGTTAGGCCCAGCCITGACGCC^^ CTGGA 



10 



A disclosed NOV1 lb polypeptide (SEQ ID NO:60) encoded by SEQ ID NO:59 is 
presented using the one-letter amino acid code in Table 1 1L. NOV1 lb amino acid changes, if 
any, are underlined in Table 1 1L. 



15 



Table 11L. Encoded NOVllb protein sequence (SEQ ID NO:60). 



MGWLPLLLKLTQCLGVPGQRSPLNDFEVI^ 

HSPHTRLRHSGRCPLFQEKDYIRTClMNNGVGYRGTMATTVGGIiSC^ 
TTDPAVRFQSCGIKSCRSAACVWCNGEEYRGAVDRTESGRECQRWDLQHPHQHPFEPGK^ 

PQ I EREFCDLPRCGS EAQPRQEATS VS C FRGKGEGYRGTANTTTAGVPCQRWDAQI PHQHRPT PE KYACKDIJIENFCWNPDGS EA 
PWCFTLRPGMRVGFCTQIRRCTDDVRPQGCYHGAGEQYRGTV^ 
SYGPWCYTMDPRTPFDYCAIJlRC^IXJPPSILDPPDQVQFEKCGKRVDRliDQRC^ 
LVKEQWILTARQCFSSSHMPLTGYEVWIXSTLFQNPQHGEPGLQRVPVAKMI^ 

VP PGTKCE IAGRGETKGTGNDTVIiNVAIiLNVI SNQECNI KHRGHVRES EMCTEGLLAPVGACEGGD YGG PLACFTHNCWVLEG I R 
IPNRVCARSRWPAVFTRVSVFVDWIHKVMRLG 



A disclosed NOV1 lc nucleic acid (also referred to as cg34a349) is a variant of 
NO VI la, encodes a novel hepatocyte growth factor-like protein, and is shown in Table 1 lMr 
NOV1 lc nucleotide changes are underlined in Table 1 1M. 



Table 11M. NOVllc Nucleotide Sequence (SEQ IB NO:61) 
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TGC^GCCTCC^GCCAGAAGGATGGGGTGGCTCCCACTCCTGCTGCTTCTGACrrCAATGCTTAGGGGTCCCTGGGCAGCG 
CTCGCCATTGAATGACTTCGAGGTGCTCCGGGGCACAGAGCTACAGCGGCTGCTACAAGCGGTGGTGCCCGGGCCTTGG 
CAGGAGGATGTGGCAGATGOTGAAGAGTGTGCTGGTCGCTGTGGGCCCT 
TGAGCAGCCATGGTTGCCAACTGCTGCC7m3GACTCAAC^ 

CCTCTTGC^GGAGAAAGACTACATACGGACCTGCATCATGAACAATGGGGTTGGGTACCGGGGCACCATGGCCACGACC 
GTGGGTGGCCTGTCCTGCCAGGCTTGGAGCCACAAGTTCCCGAACGATC^ 

TGGAAGAGAACTTCTGCCGTAACCCTGATGGCGACCCCGGAGGTCCTTGGTGCCACACAACAGACCCTGCCGTGCGCTT 
CCAGAGCTGCGGCATCAAATCCTGCCGGTCTGCCGCGTGTGTCTGGTGCAATGGCGAGGAATACCGCGGCGCGGTAGAC 
CGCACCGAGTCAGGGCGCGAGTGCCAGCGCTGGGATCTTCAGCACCCGCACCAGCACCCCTTCGAGCCGGGCAAGTACC 
CCGACCAAGGTCTGGACGACAACTATTGCCGGAATCCTGACGGCT 

GATCGAG CGAG AATTCTGTGACCTCCCCCG CTGCJGGTTCCGAGGCACAG CCCCX3C CTGC 
TTCCG CGGGAAGGGTGAGGG CT ACCGGGGCACAGCC^^TACCACCACCX3 CGGGCGTACCTTGCCAGCGTTGGGACG CGC 
AAATCCCGCATCAGCACCGATTTACGCCAGAAAAATACGCGTC 

CGGCTCAGAGGCGCCCTGGTGCTTCACCCTGCGGCCCGGCATGCGCGTGGGCrrTTTGCT 
GACGACGTGCGGCCCCAGGGTTGCrACCACGGCGCGGGGGAGCAGTA 

TCCAGTGCCAGCGCGCGTCCGCTGAGACGCCGCACAAGCCGCAGTTTACCTTTACCTCCGAACCG 

GGAGAACTTCTGCCGCGACCCAGATGGGGATAGCTATGGGCCCTGGTC 

TACTGTGCCCTGCGACGCTGCGCTGATGACCAGCCGCCATC^ 

GTGGCAAGAGGGTGGATCGGCTOGATCAGCGTTGTTCCAAGCT^ 

GACAGTCAGCTTGCGGAATAGGCAGGGCCAGCATTTCTGC^ 

CGGC^GTGCTTCTCCTCCAGCCATATGCCTCTCACGGGCTATGAGGTATGGTTGGGCACCCTC 

ATGGAGAGCCAGGCCTACAGCGGGTCCCAGTAGCCAAGATGCTGTGTGGGCCCTCAGGCTCTCAGCTTG 

GCTGGAGAGATCTGTGACCCTGAACCAGCGTGTGGCCCTGATCTGC 

ACCAAGTGTGAGATTGCAGGCCGGGGTGAGACCAAAGGTACX3GGTAAT 

TCMCTCCAACCAGGAGTGTAACATCAAGCACCGAGGACATC 

CCCTGTGGGGGCCTGTGAGGGGGGTGACTACGGGGGCCCACrTGCCTGCTTTACCCACA^ 

ATTAGAATCCCCAACCGAGTATGCGCAAGGTCGCGCTGGCCAGCCGTCTTC^ 

TTCACAAGGTCATGAGACTGGGTTAGGCCCAGCCTTGACGCCATATC 



A disclosed NOV1 lc polypeptide (SEQ ID NO:62) encoded by SEQ ID NO:61 is 
presented using the one-letter amino acid code in Table 1 IN. NOV1 lc amino acid changes, if 
any, are underlined in Table 1 IN. 



Table UN. Encoded NOVllc protein sequence (SEQ ID NO:62). 

MGWL P IiLIiIiI»TQCtiGVPGQRS PLNDFBVIjRGTEIjQRIjIjQAVVPGPWQEDYADAEE CAGRCGPLMDCRAFHYNVS SHGCQLIjPWTQ 
HSPHTRIiRHSGRCDIjFQEKDYIRTCIMNNGVGYRGTMATTO^ 

TTDPAVRFQSCGIKSCRSAACVWCNGEEYRGAVDRTESGRECQRWDLQHPHQHPFE 

PQIEREFCDLPRCGSEAQPRQEATSVSCFRGKGEGYRGTANTTTAGVPC^^ 

PWCFTLRPGMRVGFCYQIRRCTDDVRPQGCYHGAGE 

SYG PWCYTMD PRTPFD YCALRRCADDQPPS ILDP PDQVQFEKCGKRVDRIJDQRCSKIjRVAGGH PGNS P WTVSliRNRQGQHFCGGS 
LVKEQW I LTARQC FS S SHMPLTGYEVWIiGTLFQNPQHGE PGIiQRVP VAKMLCG PSGSQLVLIjKLERSVTIjNQRVAIjICLP PEWYV 
VP PGTKCE I AGRGETKGTGNDTVIjNrVAIiIjNVI SNQECNI KHRGHVRE S EMCTEGLIAPVGACEGGDYGG PIiACFTHNCWVL»EGIR 
IPNRVCARSRWPAVFTRVSVFVDWIHKViyiRIiG 



In vitro, normal human melanocytes require synergistic mitogens, in addition to the 
common growth factors present in serum, in order to proliferate. The peptide growth factors 
that confer stimulation are fibroblast growth factors (such as bFGF/FGF2), hepatocyte growth 
factor/scatter factor (HGF/SF), mast/stem cell factor (M/SCF), endothelins (such as ET-1) and 
melanotropin (MSH). The proper function of these factors and their cognate receptors is likely 
to be important in vivo, as all five ligands are produced in the skin, and disruption of their 
normal function, by elimination due to deletions or mutations, or overproduction due to 
ectopic expression, disrupts the normal distribution of melanocytes. The synergistic growth 
factors activate intracellular signal transduction cascades and maintain the intermediate 
effectors at optimal levels and duration required for nuclear translocation and modification of 
transcription factors. The consequent induction of immediate-early response genes, such as 
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cyclins, and subsequent activation of cyclin-dependent kinases (CDK4, CDK6 and CDK2) 
inactivates the retinoblastoma family of proteins (pRb, pi 07 and pl30, together termed pocket 
proteins), and releases their suppressive association with E2F transcription factors. Molecular 
events that disrupt this tight control of pocket proteins and cause their inactivation, increase 
E2F transcriptional activity and confer autonomous growth on melanocytes. (10761990) 
Organ culture and transplantation experiments in the early 1960s and 1970s have 
demonstrated that growth and morphogenesis of the epithelium of the mammary gland are 
controlled by mesenchymal-epithelial interactions. The identification of molecules that 
provide the essential signals exchanged in mesenchymal-epithelial interactions is an area of 
active research. Recent evidence suggests that morphogenic programs of epithelia can be 
triggered by mesenchymal factors that signal via tyrosine kinase receptors. This review 
concentrates on the effects of two mesenchymal factors, Hepatocyte Growth Factor/Scatter 
Factor and neuregulin, on morphogenesis and differentiation of mammary epithelial cells in 
vitro and signalling pathways involved during morphogenesis of mammary epithelial cells 
(10959405). 

Increasing evidence indicates that HGF acts as a multifunctional cytokine on different 
cell types. This review addresses the molecular mechanisms that are responsible for the 
pleiotropic effects of HGF. HGF binds with high affinity to its specific tyrosine kinase 
receptor c~met, thereby stimulating not only cell proliferation and differentiation, but also cell 
migration and tumorigenesis. The three fundamental principles of medicine-prevention, 
diagnosis, and therapy-may be benefited by the rational use of HGF. In renal tubular cells, 
HGF induces mitogenic and morphogenetic responses. In animal models of toxic or ischemic 
acute renal failure, HGF acts in a renotropic and nephroprotective maimer. HGF expression is 
rapidly up-regulated in the remnant kidney of nephrectomized rats, inducing compensatory 
growth. In a mouse model of chronic renal disease, HGF inhibits the progression of 
tubulointerstitial fibrosis and kidney dysfunction. Increased HGF mRNA transcripts were 
detected in mesenchymal and tubular epithelial cells of rejecting kidney. In transplanted 
patients, elevated HGF levels may indicate renal rejection. When HGF is considered as a 
therapeutic agent in human medicine, for example, to stimulate kidney regeneration after acute 
injury, strategies need to be developed to stimulate cell regeneration and differentiation 
without an induction of tumorigenesis. (10760078) 

The protein similarity information, expression pattern, and map location for the 
NOV1 1 protein and nucleic acid suggest that NOV1 1 may have important structural and/or 
physiological functions characteristic of the hepatocyte growth factor family. Therefore, the 
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NOV1 1 nucleic acids and proteins of the invention are useful in potential therapeutic 
applications implicated in various diseases and disorders described below and/or other 
pathologies. For example, the NOV1 1 compositions of the present invention will have 
efficacy for treatment of patients suffering from various diseases involving blood coagulation, 
5 and hepatocellualr carcinoma; cancers including but not limited to lung, breast and ovarian 
cancer; tumor suppression, senescence, growth regulation, modulation of apotosis, 
reproductive control and associated disorders of reproduction, endometrial hyperplasia and 
adenocarcinoma, psychotic and neurological disorders, Alzheimers disease, endocrine 
disorders, inflammatory disorders, gastro-intestinal disorders and disorders of the respiratory 

10 system; hematopoiesis, immunotherapy, immunodeficiency diseases, all inflammatory 
diseases; cancer therapy; autoimmune diseases; obesity, modulation of myofibroblast 
development; applications to modulation of wound healing; potential applications to control of 
angiogenesis muscle disorders, neurologic diseases and/or other pathologies and disorders. 
The NOV1 1 nucleic acid encoding hepatocyte growth factor-like protein, and the hepatocyte 

1 5 growth factor-like protein of the invention, or fragments thereof, may further be useful in 

diagnostic applications, wherein the presence or amount of the nucleic acid or the protein are 
to be assessed. 

NOV12 

A disclosed NOV12 nucleic acid of 1407 nucleotides (also referred to 
20 GMAC023940_A) encoding a novel 26S protease regulatorysubunit-like protein is shown in 
Table 12 A. An open reading frame was identified beginning with an ATG initiation codon at 
nucleotides 58-60 and ending with a TGA codon at nucleotides 1377-1379. Putative 
untranslated regions upstream from the initiation codon and downstream from the termination 
codon are underlined in Table 12 A, and the start and stop codons are in bold letters. 



Table 12A. NOV12 Nucleotide Sequence (SEQ ED NO:63) 

ACTTTGAATCATGAACATAAAGAAAAAATGTTAAAAGCT 
GAGT(^TGK3TCATGK3TCCTGGA 

TACCAACTACAGTGGGGAAAAAGAAGAAGAAAACAAAGGGACCAGATGCTG 

ACACCTCACACTCAGTGCCAGTTAAAATTACTGAAGrrTAGAGAG 

AGAATTCATTAGAAATCAGGAACAAATGAAACCATTAGAAGAAAA 

ATGATCTGAGGGGGACCCCAATGTCAGTAGGAATCTTGGAAGA 

TCTACATCTGTGGGCTCAGAACACTACATCAGCATTCTTT 

CTGCTCGGTCAGGCTCAACCACAAGGTGCATACCATGATAGGGGTGCT 

TCACAGTGATGAAGGTGGAAAAGGCCCCCCAAGAGACCTATGCA 

CGGGAAATTAAGGAATCTGTGGAGCTTCCTCTC^^ 

TCCAAAGGGGGTCATTCTCTGTGGTCCACCTGGCACAGGTAAAACCTTGTTAGCCAA^ 
AAACCTCAGCCACTTTCTTGAGAGTGGTTG^ 

CTCGGACGGGAATTGTTTCGAGTTGCTGAAGAACGTGCACCGTCC^ 

CATTGGGACAAAAAGATATGACTCCAATTCTGGTGGTGAG 

TGAACCAGTTGGATGGATTTGATTCTAGGGTAGATC 

TTGGATCCAGCGCTTATGAGACCAGGC^ 

GAAGAAGCCCATCTTTCAGATTCACACAAGCAGGATGACGC 
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AGAGAACGTAGAATOAAAGTAACAAATGAAGACTTCAAAAAATCT 

GGAAGACACCCCTGAGGGGCTGTATCTCTAGTGAACTAC?GG ctgccatcaggaaaatg 

The disclosed NOV 12 nucleic acid sequence, localized to chromosome 12, has 1320 of 
1362 bases (96%) identical to a Homo sapiens 26S Protease Regulatory Subunit 4 mRNA 
(GENBANK-ID: HUM26SPSIV) (E = 8.6e' 285 ). 

A disclosed NOV12 polypeptide (SEQ ID NO:64) encoded by SEQ ID NO:63 is 440 
amino acid residues and is presented using the one-letter amino acid code in Table 12B. 
Signal P, Psort and/or Hydropathy results predict that NOV 12 does not contain a signal 
peptide and is likely to be localized in the nucleus with a certainty of 0.9800. 



Table 12B. Emicodled NOV12 protein sequence (SEQ ID NO:64). 

MGQSQSGGHGPGGGKKDDKDKKKKYBPPVPTTVGKKK^ 

LLMEEEFIIWQEQMKPnEEKQEGKRSKVDDLRGTPMSVGILEEIIDDNHAIVSTSVGSE 
LLEPGCSVRIiNHKVHTMI GVLMDDl^PLVTVMKVEKAPQETYADTGGLDNQIREI KES VELPLTHPE YYEE 
MGI KPPKGVI LCXSPPGTGKTLIiAKAVANQTSATFLRWGSELIQKYLGDGPKLGREIjFRVAEERAPSIVFI 
DEIDAIGTK31YDSNSGGBREIQRTTLELLNQLTC 
PDEKTKKPIFX3IHTSROTLADDVTLHDLXMAKDDI^GADIKAVCTE^ 
LYKKQEDTPEGLYL 

The NOV 12 amino acid sequence has 414 of 440 amino acid residues (94 %) identical 
to, and 422 of 440 amino acid residues (95 %) similar to, the 440 amino acid residue 26S 
Protease Regulatory Subunit 4 protein from Homo sapiens (Q03527) (E = 6.3e" 218 ). The 
global sequence homology is 94.545 % amino acid homology and 94.091 % amino acid 
identity. 

NOV12 is expressed in at least the following tissues: parathyroid-tumor, skin, Colon 
carcinoma, neuroepithelium, lung carcinoma, brain, liver, kidney, neuron, spleen, olfactory, T- 
cell, cartilage, ovary, heart. In addition, NOV12 is predicted to be expressed in the following 
tissues because of the expression pattern of a closely related Mus mnsculus 26S protease 
regulatory subunit homolog (GENBANK-ID: AI325227): parathyroid-tumor, skin, Colon 
carcinoma, neuroepithelium, lung carcinoma, brain, liver, kidney, neuron, spleen, olfactory, T- 
cell, cartilage, ovary, heart . 



NOV12 also has homology to the amino acid sequences shown in the BLASTP data 
listed in Table 12C. 



Table 12C. BLAST results for NOV12 


Gene Index/ 
Identifier 


Protein/ Organism 


Length 
(aa) 


Identity 
(%) 


Positives 
(%) 


Expect 
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gi|4506207|ref |NP 0 
02793 . ll 


proteasome 
(pro some , macropai 
n) 26S subunit, 
ATPase, 1; 
Proteasome 26S 
subunit [Homo 
sapiens] 


440 


414/440 
(94%) 


422/440 
(95%) 


0.0 


gi|667950l|ref |NP 0 
32973.11 


protease 

(prosome, 
tnacropain) 26S 
subunit, ATPase 1 

[Mus musculus] 


440 


415/440 
(94%) 


422/440 
(95%) 


0.0 


gi|345717|pir| |A444 
68 


26S proteasome 
regulatory chain 
4 [validated] 
[Homo sapiens] 


440 


413/440 
(93%) 


421/440 
(94%) 


0.0 


gi 12492516 | sp|Q9073 


26S PROTEASE 
REGULATORY 
SUBUNIT 4 (P26S4) 
[Gallus gallus] 


440 


409/440 
(92%) 


418/440 
(94%) 


0.0 


2|PRS4 CHICK 


gi | 7301070 1 gb | AAF56 


Pros26.4 gene 
product 
[Drosophila 
melanogaster] 


439 


379/440 
(86%) 


406/440 
(92%) 


0.0 


205. 1| (AE003745) 



The homology of these sequences is shown graphically in the ClustalW analysis shown 
in Table 12D. 

Table 12D Information for the ClustalW proteins 

1) NOV12 (SEQ ID NO:64) 

2) gil4506207ireflNP 002793.1) proteasome (prosome,macropain) 26S subunit, ATPase, 1; Proteasome 26S 
subunit [Homo sapiens] (SEQ ID NO: 142) 

3) gil66795011reflNP 032973.1) protease (prosome, macropain) 26S subunit, ATPase 1 [Mus musculus] (SEQ 
ID NO: 143) 

4) gi[345717lpir)lA44468 26S proteasome regulatory chain 4 [validated] [Homo sapiens] (SEQ ID NO: 144) 

5) gi!24925 161splO907321PRS4 CHICK 26S PROTEASE REGULATORY SUBUNIT 4 (P26S4) [Gallus 
gallus] (SEQ ID NO: 145) 

6) gi|73010701gb)AAF56205.11 (AE003745) Pros26.4 gene product [Drosophila melanogaster] (SEQ ED 
NO: 146) 



NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207 1 

6679501) 

345717) 

2492516) 

73010701 




NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207 | 
6679501| 
345717 | 
2492516) 
7301070) 



60 



70 



80 



90 



I 



200 
••I 



IiVTPHTQCgLKLLKLERIKDYLLMEEEFIRNQEQMKPLEEKQEg^RSKVD 
LVTPHTQCRLKLLKLERIKDYLLMEEEFIRNQEQMKPLEEKQEEERSKVD 
LVTPHTQCRLKLLKLERIKDYLLMEEEFIRNQEQMKPLEEKQEEERSKVD 
LVTPHTQCRLKLLKLERIKDYLLMEEEFIRNQEQMKPLEEKQEEERSKVD 
LVTPHTQCRLKLLKLERIKDYLLlyIEEEFIRNQEQIyIKPLEEKQEEERSKVI3 
BvTPHT^CRLKLLKLERIKDYL^lESEFIRNQESfeP^EKSEEERSKVr 
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gi 
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gi 
gi 



4506207 | 
6679501| 
345717) 
2492516) 




130 



150 



IVSTSVGSE 
IVSTSVGSE 
IVSTSVGSE 
IVSTSVGSE 
IVSTSVGSE 
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NOV 12 

gi 
gi 
gi 
gi 
gi 



4506207 | 
6679501 | 
345717 | 
2492516 | 
7301070) 



160 
)....)....) 



170 



180 



190 



I 



200 
. - I 



^aGVL^DigDPLVT^IKVEKAPQETYADgGGLDNQIijEIKES 
LLNHKVHAVIGVI^JDDTDPLVTWIKVEKAPQETYADIGGLDITQIQEIKES 
LLNHKVHAVIGV^IDDTDPLVTVI'IKVEKAPQETYADIGGLDNQIQEIKES 
LLNHKVHAVIGV^IDDTDPLVTVMKVEKAPQETYADIGGLDNQIQEIKES 



LLNHKVHAVIGVL>tDDTDPLVTVl'IK2EKAPQETYADlGGLDNQIQEIKES 
LLI^KVHAvSGVL^DTDPiEvTVI^KgEKAPQETYADIGGLDgQIQEIKESi 



210 



220 



230 



NOV 12 

gi 
gi 
gi 
gi 
gi 



4506207) 
6679501) 
345717) 
2492516 | 
7301070 j 



NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207 I 
6679501) 
345717 | 
2492516) 
7301070) 



NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207) 
6679501) 
345717 | 
2492516) 
7301070) 



240 



250 




300 



310 



320 
..I.. 



| 



330 



340 



| 



| 



350 



GEREIQRTgLELLNQLDGFDSRjjDVKSlMATNSlETLDPALIRPGRlgRk 
GEREIQRTMLELLNQLDGFDSRGDVKVIMATNRIETLDPALIRPGRIDRK 
GEREIQRTMLELLNQLDGPDSRGDVKVIMATNRIETLDPALIRPGRIDRK 
GEREIQRTMLELLNQLDGFDSRGDVKVIMATNRIETLDPALIRPGRIDRK 
GEREIQRTMLELLNQLDGPDSRGDVKVIMATNRIETLDPALIRPGRIDRK 

gereiqrtmlellnqldgfdsrgdvkvimatnrietldpalirpgridrk! 



NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207) 
6679501) 
345717 | 
2492516 | 
7301070) 



NOV 12 



gi 
gi 
gi 
gi 
gi 



4506207) 
6679501) 
345717 | 
2492516| 
7301070) 



360 



370 



380 



390 



410 



420 



430 
..I.. 



440 



400 




EAGLMALRERRMKVTNEDFKKSKENVLYKKQE^TPEGLYL 

eaglmalrerrmkvtnedfkkskenvlykkqegtpeglyl 
eaglmalrerrmkvtnedfkkskenvlykkqegtpeglyl 
eaglmalrerriylkvtnedfkkskenvlykkqegtpeglyl 
eaglmalrerrmkvtnedfkkskenJ2lykkRegtpeglyl 
eaglmalrerrmkvtnedfkkskegvlygk§egtpeglyl 



Table 12E and 12F lists the domain description from DOMAIN analysis results against 
NOV12. This indicates that the NOV12 sequence has properties similar to those of other 
proteins known to contain these domains. 



113 



WO 02/29058 



PCT/US01/31248 



Table 12E. Domain Analysis of NOV12 

gnl | Pf am 1 pf am00004 , AAA, ATPase family associated with various 
cellular activities (AAA) . AAA family proteins often perform 
chaperone-like functions that assist in the assembly, operation, or 
disassembly of protein complexes. (SEQ ID NO: 147) 
Length = 186 residues, 100.0% aligned 
Score = 200 bits (509) , Expect = le-52 



NOV12 


221 


00004 


1 


N0V12 


281 


00004 


61 


NOV12 


341 


00004 


119 


NOV12 


401 


00004 


179 



I++I llillltllllllil + 1+ + 1 1 1 1+ 11 + 1 + II I !! +1 + II 

GILIiYGPPGTGKTLIAKAVAKELGVPFIEISGSEIjLSKY^ 60 



MINIM- II I +1 I +1 1 ++III+ +1 I 111+ + 1 1 1 1 

1 1 PIDE IDAIjAPKRGDVGTGDVS S - - RWNQIjLTEMDGFEKLSNVI VIGATNRPDIiLDPA 118 



Mill 1+1111111++ I +11 + I II I ++ 



II I l+l 



MII+ l+l 



Table 12F. Domain Analysis of NOV12 

gnl | Smart [ smart 00382 , AAA, ATPases associated with a variety of 
cellular activities; AAA - ATPases associated with a variety of 
cellular activities. This profile/alignment only detects a fraction of 
this vast family. The poorly conserved N- terminal helix is missing 
from the alignment. (SEQ ID NO: 14 8) 
Length = 151 residues, 100.0% aligned 
Score = 62.4 bits (150), Expect = 5e-ll 



NOV12 


218 


00382 


1 


NOV12 


259 


00382 


61 


NOV12 


319 


00382 
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PPKGVILCGPPGTGKTIilAKAVANQTSATFLRW GSELIQK 258 

I + I++ llll+lll ll+l+l + 1+ I 

PGEVVIjIVGPPGSGKTriiARAIiAREIjGPDGGGVIYIIX^ 6 0 



11+ I +1 + I ++ +111 ++ 

LSGSGGQRIRIiALALARKLKPDVLILDEITSLIiD^ - 



III I 

-QEALTjTiTiTiKETJiRTiTiTiTi 113 



+1 I II I lll+l I l+l 



In eukaryotic cells, the vast majority of proteins in the cytosol and nucleus are 
degraded via the proteasome-ubiquitin pathway. The 26S proteasome is a huge protein 
degradation machine of 2.5 MDa, built of approximately 35 different subunits. It contains a 
proteolytic core complex, the 20S proteasome and one or two 19S regulatory complexes which 
associate with the termini of the barrel-shaped 20S core. The 19S regulatory complex serves to 
recognize ubiquitylated target proteins and is implicated to have a role in their unfolding and 
translocation into the interior of the 20S complex where they are degraded into oligopeptides. 
While much progress has been made in recent years in elucidating the structure, assembly and 
enzymatic mechanism of the 20S complex, our knowledge of the functional organization of 
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the 19S regulator is rather limited. Most of its subunits have been identified, but specific 
functions can be assigned to only a few of them. (10582236) 

The ATP/ubiquitin-dependent 26S proteasome is a central regulator of cell cycle 
progression and stress responses. While investigating the application of peptide aldehyde 
proteasome inhibitors to block signal-induced IkappaBalpha degradation in human LNCaP 
prostate carcinoma cells, we observed that persistent inhibition of proteasomal activity signals 
a potent cell death program. Biochemically, this program included substantial upregulation of 
PAR-4 (prostate apoptosis response-4), a putative pro-apoptotic effector protein and 
stabilization of c-jun protein, a potent pro-death effector in certain cells. Also observed was 
modest downregulation of bcl-XL, a pro-survival effector protein. However, in contrast to 
some recent reports stable, high level, expression of functional bcl-2 protein in prostate 
carcinoma cells failed to signal protection against cell death induction by proteasome 
inhibitors. Also in disagreement to a recent report, no evidence was found for activation of the 
JNK stress kinase pathway. A role for p53, a protein regulated by the proteasome pathway, 
was ruled out, since comparable cell death induction by proteasome inhibitors occurred in PC- 
3 cells that do not express functional p53 protein. These data signify that the 
ubiquitin/proteasome pathway represents a potential therapeutic target for prostate cancers 
irrespective of bcl-2 expression or p53 mutations (9879995) 

The protein similarity information, expression pattern, and map location for NOV12 
suggest that NOV12 may have important structural and/or physiological functions 
characteristic of the 26S protease regulatory subunit family. Therefore, the NOV12 nucleic 
acids and proteins of the invention are useful in potential therapeutic applications implicated in 
various diseases and disorders described below and/or other pathologies. For example, the 
NOV12 compositions of the present invention will have efficacy for treatment of patients 
suffering from eye/lens disorders including but not limited to cataract and Aphakia, 
Alzheimer's disease, neurodegenerative disorders, inflammation and modulation of the 
immune response, viral pathogenesis, aging-related disorders, neurologic disorders, cancer 
and/or other pathologies and disorders. The NOV12 nucleic acid encoding 26S protease 
regulatory subunit-like protein, and the 26S protease regulatory subunit-like protein of the 
invention, or fragments thereof, may further be useful in diagnostic applications, wherein the 
presence or amount of the nucleic acid or the protein are to be assessed. 

NOVX Nucleic Acids and Polypeptides 

One aspect of the invention pertains to isolated nucleic acid molecules that encode 
NOVX polypeptides or biologically active portions thereof. Also included in the invention are 
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nucleic acid fragments sufficient for use as hybridization probes to identify NOVX-encoding 

nucleic acids (e.g., NOVX rnRNAs) and fragments for use as PCR primers for the 
amplification and/or mutation of NOVX nucleic acid molecules. As used herein, the term 
"nucleic acid molecule" is intended to include DNA molecules (e.g., cDNA or genomic 
5 DNA), RNA molecules (e.g., mRNA), analogs of the DNA or RNA generated using 
nucleotide analogs, and derivatives, fragments and homologs thereof. The nucleic acid 
molecule may be single-stranded or double-stranded, but preferably is comprised double- 
stranded DNA. 

An NOVX nucleic acid can encode a mature NOVX polypeptide. As used herein, a 

10 "mature" form of a polypeptide or protein disclosed in the present invention is the product of a 
naturally occurring polypeptide or precursor form or proprotein. The naturally occurring 
polypeptide, precursor or proprotein includes, by way of nonlimiting example, the full-length 
gene product, encoded by the corresponding gene. Alternatively, it may be defined as the 
polypeptide, precursor or proprotein encoded by an ORF described herein. The product 

1 5 "mature" form arises, again by way of nonlimiting example, as a result of one or more 

naturally occurring processing steps as they may take place within the cell, or host cell, in 
which the gene product arises. Examples of such processing steps leading to a "mature" form 
of a polypeptide or protein include the cleavage of the N-tenninal methionine residue encoded 
by the initiation codon of an ORF, or the proteolytic cleavage of a signal peptide or leader 

20 sequence. Thus a mature form arising from a precursor polypeptide or protein that has 

residues 1 to N, where residue 1 is the N-terminal methionine, would have residues 2 through 
N remaining after removal of the N-terminal methionine. Alternatively, a mature form arising 
from a precursor polypeptide or protein having residues 1 to N, in which an N-terminal signal 
sequence from residue 1 to residue M is cleaved, would have the residues from residue M+l to 

25 residue N remaining. Further as used herein, a "mature" form of a polypeptide or protein may ' 
arise from a step of post-translational modification other than a proteolytic cleavage event. 
Such additional processes include, by way of non-limiting example, glycosylation, 
myristoylation or phosphorylation. In general, a mature polypeptide or protein may result 
from the operation of only one of these processes, or a combination of any of them. 

30 The term "probes", as utilized herein, refers to nucleic acid sequences of variable 

length, preferably between at least about 10 nucleotides (nt), 100 nt, or as many as 
approximately, e.g., 6,000 nt, depending upon the specific use. Probes are used in the 
detection of identical, similar, or complementary nucleic acid sequences. Longer length 
probes are generally obtained from a natural or recombinant source, are highly specific, and 
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much slower to hybridize than shorter-length oligomer probes. Probes may be single- or 
double-stranded and designed to have specificity in PCR, membrane-based hybridization 
technologies, or ELISA-like technologies. 

The term "isolated" nucleic acid molecule, as utilized herein, is one, which is separated 
from other nucleic acid molecules which are present in the natural source of the nucleic acid. 
Preferably, an "isolated" nucleic acid is free of sequences which naturally flank the nucleic 
acid (i.e., sequences located at the 5'- and 3'-tennini of the nucleic acid) in the genomic DNA 
of the organism from which the nucleic acid is derived. For example, in various embodiments, 
the isolated NOVX nucleic acid molecules can contain less than about 5 kb, 4 kb, 3 kb, 2 kb, 1 
kb, 0.5 kb or 0. 1 kb of nucleotide sequences which naturally flank the nucleic acid molecule in 
genomic DNA of the cell/tissue from which the nucleic acid is derived (e.g., brain, heart, liver, 
spleen, etc.). Moreover, an "isolated" nucleic acid molecule, such as a cDNA molecule, can 
be substantially free of other cellular material or culture medium when produced by 
recombinant techniques, or of chemical precursors or other chemicals when chemically 
synthesized. 

A nucleic acid molecule of the invention, e.g., a nucleic acid molecule having the 
nucleotide sequence SEQ ID NOSrl, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 
35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, or a complement of this 
aforementioned nucleotide sequence, can be isolated using standard molecular biology 
techniques and the sequence information provided herein. Using all or a portion of the nucleic 
acid sequence of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 
37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 as a hybridization probe, NOVX 
molecules can be isolated using standard hybridization and cloning techniques (e.g. , as 
described in Sambrook, et al., (eds.), Molecular Cloning: A Laboratory Manual 2 nd 
Ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY, 1989; and Ausubel, et 
al, (eds.), Current Protocols in Molecular Biology, John Wiley & Sons, New York, 
NY, 1993.) 

A nucleic acid of the invention can be amplified using cDNA, mRNA or alternatively, 
genomic DNA, as a template and appropriate oligonucleotide primers according to standard 
PCR amplification techniques. The nucleic acid so amplified can be cloned into an 
appropriate vector and characterized by DNA sequence analysis. Furthermore, 
oligonucleotides corresponding to NOVX nucleotide sequences can be prepared by standard 
synthetic techniques, e.g., using an automated DNA synthesizer. 
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As used herein, the term "oligonucleotide" refers to a series of linked nucleotide 
residues, which oligonucleotide has a sufficient number of nucleotide bases to be used in a 
PCR reaction. A short oligonucleotide sequence may be based on, or designed from, a 
genomic or cDNA sequence and is used to amplify, confirm, or reveal the presence of an 
5 identical, similar or complementary DNA or RNA in a particular cell or tissue. 

Oligonucleotides comprise portions of a nucleic acid sequence having about 10 nt, 50 nt, or 
100 nt in length, preferably about 15 nt to 30 nt in length. In one embodiment of the 
invention, an oligonucleotide comprising a nucleic acid molecule less than 100 nt in length 
would further comprise at least 6 contiguous nucleotides SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 
10 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, 
or a complement thereof Oligonucleotides may be chemically synthesized and may also be 
used as probes. 

In another embodiment, an isolated nucleic acid molecule of the invention comprises a 
nucleic acid molecule that is a complement of the nucleotide sequence shown in SEQ ID 

15 NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 
51, 53, 55, 57, 59, 61 and 63, or a portion of this nucleotide sequence (e.g. 9 a fragment that can 
be used as a probe or primer or a fragment encoding a biologically-active portion of an NOVX 
polypeptide). A nucleic acid molecule that is complementary to the nucleotide sequence 
shown NOSrl, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 

20 47, 49, 51, 53, 55, 57, 59, 61 or 63 is one that is sufficiently complementary to the nucleotide 
sequence shown NOSrl, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 
43, 45, 47, 49, 51, 53, 55, 57, 59, 61 or 63 that it can hydrogen bond with little or no 
mismatches to the nucleotide sequence shown SEQ ID NOSrl, 3, 5, 7, 9, 11, 13, 15, 17, 19, 
21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, thereby 

25 forming a stable duplex. 

As used herein, the term "complementary' 5 refers to Watson-Crick or Hoogsteen base 
pairing between nucleotides units of a nucleic acid molecule, and the term "binding" means 
the physical or chemical interaction between two polypeptides or compounds or associated 
polypeptides or compounds or combinations thereof. Binding includes ionic, non-ionic, van 

30 der Waals, hydrophobic interactions, and the like. A physical interaction can be either direct 
or indirect. Indirect interactions may be through or due to the effects of another polypeptide or 
compound. Direct binding refers to interactions that do not take place through, or due to, the 
effect of another polypeptide or compound, but instead are without other substantial chemical 
intermediates. 
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Fragments provided herein are defined as sequences of at least 6 (contiguous) nucleic 
acids or at least 4 (contiguous) amino acids, a length sufficient to allow for specific 
hybridization in the case of nucleic acids or for specific recognition of an epitope in the case of 
amino acids, respectively, and are at most some portion less than a full length sequence. 
Fragments may be derived from any contiguous portion of a nucleic acid or amino acid 
sequence of choice. Derivatives are nucleic acid sequences or amino acid sequences formed 
from the native compounds either directly or by modification or partial substitution. Analogs 
are nucleic acid sequences or amino acid sequences that have a structure similar to, but not 
identical to, the native compound but differs from it in respect to certain components or side 
chains. Analogs may be synthetic or from a different evolutionary origin and may have a 
similar or opposite metabolic activity compared to wild type. Homologs are nucleic acid 
sequences or amino acid sequences of a particular gene that are derived from different species. 

Derivatives and analogs may be full length or other than full length, if the derivative or 
analog contains a modified nucleic acid or amino acid, as described below. Derivatives or 
analogs of the nucleic acids or proteins of the invention include, but are not limited to, 
molecules comprising regions that are substantially homologous to the nucleic acids or 
proteins of the invention, in various embodiments, by at least about 70%, 80%, or 95% 
identity (with a preferred identity of 80-95%) over a nucleic acid or amino acid sequence of 
identical size or when compared to an aligned sequence in which the alignment is done by a 
computer homology program known in the art, or whose encoding nucleic acid is capable of 
hybridizing to the complement of a sequence encoding the aforementioned proteins under 
stringent, moderately stringent, or low stringent conditions. See e.g. Ausubel, et al., Current 
Protocols in Molecular Biology, John Wiley & Sons, New York, NY, 1993, and below. 

A "homologous nucleic acid sequence" or homologous amino acid sequence," or 
variations thereof, refer to sequences characterized by a homology at the nucleotide level or 
amino acid level as discussed above. Homologous nucleotide sequences encode those 
sequences coding for isoforms of NOVX polypeptides. Isoforms can be expressed in different 
tissues of the same organism as a result of, for example, alternative splicing of RNA. 
Alternatively, isoforms can be encoded by different genes. In the invention, homologous 
nucleotide sequences include nucleotide sequences encoding for an NOVX polypeptide of 
species other than humans, including, but not limited to: vertebrates, and thus can include, e.g., 
frog, mouse, rat, rabbit, dog, cat cow, horse, and other organisms. Homologous nucleotide 
sequences also include, but are not limited to, naturally occurring allelic variations and 
mutations of the nucleotide sequences set forth herein. A homologous nucleotide sequence 
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does not, however, include the exact nucleotide sequence encoding human NOVX protein. 
Homologous nucleic acid sequences include those nucleic acid sequences that encode 
conservative amino acid substitutions (see below) in SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, as 
5 well as a polypeptide possessing NOVX biological activity. Various biological activities of 
the NOVX proteins are described below. 

An NOVX polypeptide is encoded by the open reading frame ("ORF") of an NOVX 
nucleic acid. An ORF corresponds to a nucleotide sequence that could potentially be translated 
into a polypeptide. A stretch of nucleic acids comprising an ORF is uninterrupted by a stop 

1 0 codon. An ORF that represents the coding sequence for a full protein begins with an ATG 
"start" codon and terminates with one of the three "stop" codons, namely, TAA, TAG, or 
TGA. For the purposes of this invention, an ORF may be any part of a coding sequence, with 
or without a start codon, a stop codon, or both. For an ORF to be considered as a good 
candidate for coding for a bona fide cellular protein, a minimum size requirement is often set, 

1 5 e.g., a stretch of DNA that would encode a protein of 50 amino acids or more. 

The nucleotide sequences determined from the cloning of the human NOVX genes 
allows for the generation of probes and primers designed for use in identifying and/or cloning 
NOVX homologues in other cell types, e.g. from other tissues, as well as NOVX homologues 
from other vertebrates. The probe/primer typically comprises substantially purified 

20 oligonucleotide. The oligonucleotide typically comprises a region of nucleotide sequence that 
hybridizes under stringent conditions to at least about 12, 25, 50, 100, 150, 200, 250, 300, 350 
or 400 consecutive sense strand nucleotide sequence SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63; or an 
anti-sense strand nucleotide sequence of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 

25 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63; or of a naturally 
occurring mutant of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 
35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63. 

Probes based on the human NOVX nucleotide sequences can be used to detect 
transcripts or genomic sequences encoding the same or homologous proteins. In various 

30 embodiments, the probe further comprises a label group attached thereto, e.g. the label group 
can be a radioisotope, a fluorescent compound, an enzyme, or an enzyme co-factor. Such 
probes can be used as a part of a diagnostic test kit for identifying cells or tissues which mis- 
express an NOVX protein, such as by measuring a level of an NOVX-encoding nucleic acid in 
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a sample of cells from a subject e.g., detecting NOVX mRNA levels or determining whether a 
genomic NOVX gene has been mutated or deleted. 

"A polypeptide having a biologically-active portion of an NOVX polypeptide" refers 
to polypeptides exhibiting activity similar, but not necessarily identical to, an activity of a 
polypeptide of the invention, including mature forms, as measured in a particular biological 
assay, with or without dose dependency. A nucleic acid fragment encoding a "biologically- 
active portion of NOVX" can be prepared by isolating a portion SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 
13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 
and 63, that encodes a polypeptide having an NOVX biological activity (the biological 
activities of the NOVX proteins are described below), expressing the encoded portion of 
NOVX protein {e.g., by recombinant expression in vitro) and assessing the activity of the 
encoded portion of NOVX. 

NOVX Nucleic Acid and Polypeptide Variants 

The invention further encompasses nucleic acid molecules that differ from the 
nucleotide sequences shown in SEQ ID NOS.l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 
29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 due to degeneracy of the 
genetic code and thus encode the same NOVX proteins as that encoded by the nucleotide 
sequences shown in SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 
35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63. In another embodiment, an 
isolated nucleic acid molecule of the invention has a nucleotide sequence encoding a protein 
having an amino acid sequence shown in SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64. 

In addition to the human NOVX nucleotide sequences shown in SEQ ID NOS.l, 3, 5, 
7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 
59, 61 and 63, it will be appreciated by those skilled in the art that DNA sequence 
polymorphisms that lead to changes in the amino acid sequences of the NOVX polypeptides 
may exist within a population {e.g., the human population). Such genetic polymorphism in the 
NOVX genes may exist among individuals within a population due to natural allelic variation. 
As used herein, the terms "gene" and "recombinant gene" refer to nucleic acid molecules 
comprising an open reading frame (ORF) encoding an NOVX protein, preferably a vertebrate 
NOVX protein. Such natural allelic variations can typically result in 1-5% variance in the 
nucleotide sequence of the NOVX genes. Any and all such nucleotide variations and resulting 
amino acid polymorphisms in the NOVX polypeptides, which are the result of natural allelic 
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variation and that do not alter the functional activity of the NOVX polypeptides, are intended 

to be within the scope of the invention. 

Moreover, nucleic acid molecules encoding NOVX proteins from other species, and 
thus that have a nucleotide sequence that differs from the human SEQ ID NOSrl, 3, 5, 7, 9, 
5 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 
61 and 63 are intended to be within the scope of the invention. Nucleic acid molecules 
corresponding to natural allelic variants and homologies of the NOVX cDNAs of the 
invention can be isolated based on their homology to the human NOVX nucleic acids 
disclosed herein using the human cDNAs, or a portion thereof, as a hybridization probe 

1 0 according to standard hybridization techniques under stringent hybridization conditions. 

Accordingly, in another embodiment, an isolated nucleic acid molecule of the 
invention is at least 6 nucleotides in length and hybridizes under stringent conditions to the 
nucleic acid molecule comprising the nucleotide sequence of SEQ ID NOS:l, 3, 5, 7, 9, 11, 
13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 

15 and 63. In another embodiment, the nucleic acid is at least 10, 25, 50, 100, 250, 500, 750, 
1000, 1500, or 2000 or more nucleotides in length. In yet another embodiment, an isolated 
nucleic acid molecule of the invention hybridizes to the coding region. As used herein, the 
term "hybridizes under stringent conditions" is intended to describe conditions for 
hybridization and washing under which nucleotide sequences at least 60% homologous to each 

20 other typically remain hybridized to each other. 

Homologs (i.e., nucleic acids encoding NOVX proteins derived from species other 
than human) or other related sequences (e.g., paralogs) can be obtained by low, moderate or 
high stringency hybridization with all or a portion of the particular human sequence as a probe 
using methods well known in the art for nucleic acid hybridization and cloning. 

25 As used herein, the phrase "stringent hybridization conditions" refers to conditions 

under which a probe, primer or oligonucleotide will hybridize to its target sequence, but to no 
other sequences. Stringent conditions are sequence-dependent and will be different in 
different circumstances. Longer sequences hybridize specifically at higher temperatures than 
shorter sequences. Generally, stringent conditions are selected to be about 5 °C lower than the 

30 thermal melting point (Tm) for the specific sequence at a defined ionic strength and pH. The 
Tm is the temperature (under defined ionic strength, pH and nucleic acid concentration) at 
which 50% of the probes complementary to the target sequence hybridize to the target 
sequence at equilibrium. Since the target sequences are generally present at excess, at Tm, 
50% of the probes are occupied at equilibrium. Typically, stringent conditions will be those in 
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which the salt concentration is less than about 1.0 M sodium ion, typically about 0.01 to 1.0 M 
sodium ion (or other salts) at 

pH 7.0 to 8.3 and the temperature is at least about 30°C for short probes, primers or 
oligonucleotides (e.g., 10 nt to 50 nt) and at least about 60°C for longer probes, primers and 
oligonucleotides. Stringent conditions may also be achieved with the addition of destabilizing 
agents, such as formamide. 

Stringent conditions are known to those skilled in the art and can be found in Ausubel, 
et al., (eds.), Current Protocols in Molecular Biology, John Wiley & Sons, N. Y. 
(1989), 6.3.1-6.3.6. Preferably, the conditions are such that sequences at least about 65%, 
70%, 75%, 85%, 90%, 95%, 98%, or 99% homologous to each other typically remain 
hybridized to each other. A non-limiting example of stringent hybridization conditions are 
hybridization in a high salt buffer comprising 6X SSC, 50 mM Tris-HCl (pH 7.5), 1 mM 
EDTA, 0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 500 mg/ml denatured salmon sperm DNA 
at 65°C, followed by one or more washes in 0.2X SSC, 0.01% BSA at 50°C. An isolated 
nucleic acid molecule of the invention that hybridizes under stringent conditions to the 
sequences SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 
41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, corresponds to a naturally-occurring nucleic 
acid molecule. As used herein, a "naturally-occurring" nucleic acid molecule refers to an 
RNA or DNA molecule having a nucleotide sequence that occurs in nature (e.g., encodes a 
natural protein). 

In a second embodiment, a nucleic acid sequence that is hybridizable to the nucleic 
acid molecule comprising the nucleotide sequence of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, or 
fragments, analogs or derivatives thereof, under conditions of moderate stringency is provided. 
A non-limiting example of moderate stringency hybridization conditions are hybridization in 
6X SSC, 5X Denhardt's solution, 0.5% SDS and 100 mg/ml denatured salmon sperm DNA at 
55°C, followed by one or more washes in IX SSC, 0.1% SDS at 37°C. Other conditions of 
moderate stringency that may be used are well-known within the art. See, e.g., Ausubel, et al. 
(eds.), 1993, CURRENT PROTOCOLS IN MOLECULAR Biology, John Wiley & Sons, NY, and 
Kriegler, 1990; Gene Transfer and Expression, A Laboratory Manual, Stockton Press, 
NY. 

In a third embodiment, a nucleic acid that is hybridizable to the nucleic acid molecule 
comprising the nucleotide sequences SEQ JD NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, or fragments, 
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analogs or derivatives thereof, under conditions of low stringency, is provided. A non-limiting 
example of low stringency hybridization conditions are hybridization in 35% formamide, 5X 
SSC, 50 mM Tris-HCl (pH 7.5), 5 mM EDTA, 0.02% PVP, 0.02% Ficoll, 0.2% BSA, 100 
mg/ml denatured salmon sperm DNA, 10% (wt/vol) dextran sulfate at 40°C, followed by one 
5 or more washes in 2X SSC, 25 mM Tris-HCl (pH 7.4), 5 mM EDTA, and 0. 1 % SDS at 50°C. 
Other conditions of low stringency that may be used are well known in the art (e.g. 9 as 
employed for cross-species hybridizations). See, e.g., Ausubel, et ah (eds.), 1993, CURRENT 
Protocols in Molecular Biology, John Wiley & Sons, NY, and Kriegler, 1990, Gene 
Transfer and Expression, A Laboratory Manual, Stockton Press, NY; Shilo and 
1 0 Weinberg, 198 1 . Proc Natl Acad Sci USA 78: 6789-6792. 



Conservative Mutations 

La addition to naturally-occurring allelic variants of NOVX sequences that may exist in 
the population, the skilled artisan will further appreciate that changes can be introduced by 

15 mutation into the nucleotide sequences SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 
25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, thereby leading 
to changes in the amino acid sequences of the encoded NOVX proteins, without altering the 
functional ability of said NOVX proteins. For example, nucleotide substitutions leading to 
amino acid substitutions at "non-essential" amino acid residues can be made in the sequence 

20 SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 
48, 50, 52, 54, 56, 58, 60, 62 and 64. A "non-essential" amino acid residue is a residue that 
can be altered from the wild-type sequences of the NOVX proteins without altering their 
biological activity, whereas an "essential" amino acid residue is required for such biological 
activity. For example, amino acid residues that are conserved among the NOVX proteins of 

25 the invention are predicted to be particularly non-amenable to alteration. Amino acids for 
which conservative substitutions can be made are well-known within the art. 

Another aspect of the invention pertains to nucleic acid molecules encoding NOVX 
proteins that contain changes in amino acid residues that are not essential for activity. Such 
NOVX proteins differ in amino acid sequence from SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 

30 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 yet 
retain biological activity. In one embodiment, the isolated nucleic acid molecule comprises a 
nucleotide sequence encoding a protein, wherein the protein comprises an amino acid 
sequence at least about 45% homologous to the amino acid sequences SEQ ID NOS:2, 4, 6, 8, 
10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
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60, 62 and 64. Preferably, the protein encoded by the nucleic acid molecule is at least about 
60% homologous to SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 
36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64; more preferably at least about 70% 
homologous SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 
40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64; still more preferably at least about 80% 
homologous to SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 
38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64; even more preferably at least about 
90% homologous to SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 
36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64; and most preferably at least about 
95% homologous to SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 
36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64. 

An isolated nucleic acid molecule encoding an NOVX protein homologous to the 
protein of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 
42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64 can be created by introducing one or more 
nucleotide substitutions, additions or deletions into the nucleotide sequence of SEQ ID NOS:l, 
3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 
55, 57, 59, 61 and 63, such that one or more amino acid substitutions, additions or deletions 
are introduced into the encoded protein. 

Mutations can be introduced into SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 
25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 by standard 
techniques, such as site-directed mutagenesis and PCR-mediated mutagenesis. Preferably, 
conservative amino acid substitutions are made at one or more predicted, non-essential amino 
acid residues. A "conservative amino acid substitution" is one in which the amino acid residue 
is replaced with an amino acid residue having a similar side chain. Families of amino acid 
residues having similar side chains have been defined within the art. These families include 
amino acids with basic side chains (e.g., lysine, arginine, histidine), acidic side chains (e.g., 
aspartic acid, glutamic acid), uncharged polar side chains (e.g., glycine, asparagine, glutamine, 
serine, threonine, tyrosine, cysteine), nonpolar side chains (e.g., alanine, valine, leucine, 
isoleucine, proline, phenylalanine, methionine, tryptophan), beta-branched side chains (e.g., 
threonine, valine, isoleucine) and aromatic side chains (e.g., tyrosine, phenylalanine, 
tryptophan, histidine). Thus, a predicted non-essential amino acid residue in the NOVX 
protein is replaced with another amino acid residue from the same side chain family. 
Alternatively, in another embodiment, mutations can be introduced randomly along all or part 
of an NOVX coding sequence, such as by saturation mutagenesis, and the resultant mutants 
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can be screened for NOVX biological activity to identify mutants that retain activity. 

Following mutagenesis SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 

35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, the encoded protein can be 

expressed by any recombinant technology known in the art and the activity of the protein can 

5 be determined. 

The relatedness of amino acid families may also be determined based on side chain 
interactions. Substituted amino acids may be fully conserved "strong" residues or fully 
conserved "weak" residues. The "strong" group of conserved amino acid residues may be any 
one of the following groups: STA, NEQK, NHQK, NDEQ, QHRK, MILV, MILF, HY, FYW, 

10 wherein the single letter, amino acid codes are grouped by those amino acids that may be 

substituted for each other. Likewise, the "weak" group of conserved residues may be any one 
of the following: CSA, ATV, SAG, STNK, STPA, SGND, SNDEQK, NDEQHK, NEQHRK, 
VLIM, HFY, wherein the letters within each group represent the single letter amino acid code. 
In one embodiment, a mutant NOVX protein can be assayed for (i) the ability to form 

1 5 proteimprotein interactions with other NOVX proteins, other cell-surface proteins, or 

biologically-active portions thereof, (ii) complex formation between a mutant NOVX protein 
and an NOVX ligand; or (Hi) the ability of a mutant NOVX protein to bind to an intracellular 
target protein or biologically-active portion thereof; (e.g. avidin proteins). 

In yet another embodiment, a mutant NOVX protein can be assayed for the ability to 

20 regulate a specific biological function (e.g., regulation of insulin release). 

Antisense Nucleic Acids 

Another aspect of the invention pertains to isolated antisense nucleic acid molecules 
that are hybridizable to or complementary to the nucleic acid molecule comprising the 
nucleotide sequence of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19,21,23,25, 27,29,31, 33, 

25 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, or fragments, analogs or 

derivatives thereof. An "antisense" nucleic acid comprises a nucleotide sequence that is 
complementary to a "sense" nucleic acid encoding a protein (e.g., complementary to the 
coding strand of a double-stranded cDNA molecule or complementary to an mRNA 
sequence). In specific aspects, antisense nucleic acid molecules are provided that comprise a 

30 sequence complementary to at least about 10, 25, 50, 100, 250 or 500 nucleotides or an entire 
NOVX coding strand, or to only a portion thereof. Nucleic acid molecules encoding 
fragments, homologs, derivatives and analogs of an NOVX protein of SEQ ID NOS:2, 4, 6, 8, 
10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
60, 62 and 64, or antisense nucleic acids complementary to an NOVX nucleic acid sequence of 
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SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61 and 63, are additionally provided. 

In one embodiment, an antisense nucleic acid molecule is antisense to a "coding 
region" of the coding strand of a nucleotide sequence encoding an NOVX protein. The term 
"coding region" refers to the region of the nucleotide sequence comprising codons which are 
translated into amino acid residues. In another embodiment, the antisense nucleic acid 
molecule is antisense to a "noncoding region" of the coding strand of a nucleotide sequence 
encoding the NOVX protein. The term "noncoding region" refers to 5' and 3' sequences which 
flank the coding region that are not translated into amino acids (i.e., also referred to as 5* and 
3' untranslated regions). 

Given the coding strand sequences encoding the NOVX protein disclosed herein, 
antisense nucleic acids of the invention can be designed according to the rules of Watson and 
Crick or Hoogsteen base pairing. The antisense nucleic acid molecule can be complementary 
to the entire coding region of NOVX mRNA, but more preferably is an oligonucleotide that is 
antisense to only a portion of the coding or noncoding region of NOVX mRNA. For example, 
the antisense oligonucleotide can be complementary to the region surrounding the translation 
start site of NOVX mRNA. An antisense oligonucleotide can be, for example, about 5, 10, 15, 
20, 25, 30, 35, 40, 45 or 50 nucleotides in length. An antisense nucleic acid of the invention 
can be constructed using chemical synthesis or enzymatic ligation reactions using procedures 
known in the art. For example, an antisense nucleic acid (e.g., an antisense oligonucleotide) 
can be chemically synthesized using naturally-occurring nucleotides or variously modified 
nucleotides designed to increase the biological stability of the molecules or to increase the 
physical stability of the duplex formed between the antisense and sense nucleic acids (e.g., 
phosphorothioate derivatives and acridine substituted nucleotides can be used). 

Examples of modified nucleotides that can be used to generate the antisense nucleic 
acid include: 5-fluorouracil, 5-bromouracil, 5-chlorouracil, 5-iodouracil, hypoxanthine, 
xanthine, 4-acetylcytosine, 5-(carboxyhydroxylmethyl) uracil, 5-carboxymethylaminomethyl- 
2-thiouridine, 5-carboxymethylaminomethyluracil, dihydrouracil, beta-D-galactosylqueosine, 
inosine, N6-isopentenyladenine, 1-methylguanine, 1-methylinosine, 2,2-dimethylguanine, 
2-methyladenine, 2-methylguanine, 3-methylcytosine, 5-methylcytosine, N6-adenine, 
7-methylguanine, 5-methylaminomethyluracil, 5-methoxyaminomethyl-2-thiouracil, 
beta-D-mannosylqueosine, S'-methoxycarboxymethyluracil, 5-methoxyuracil, 
2-methylthio-N6-isopentenyladenine, uracil-5-oxyacetic acid (v), wybutoxosine, pseudouracil, 
queosine, 2-thiocytosine, 5-methyl-2-thiouracil, 2-thiouracil, 4-thiouracil, 5-methyluracil, 
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uracil-5-oxyacetic acid methylester, uracil-5-oxyacetic acid (v), 5-methyl-2-thiouracil, 

3-(3-amino-3-N-2-carboxypropyl) uracil, (acp3)w, and 2,6-diaminopurine. Alternatively, the 

antisense nucleic acid can be produced biologically using an expression vector into which a 

nucleic acid has been subcloned in an antisense orientation (i.e., RNA transcribed from the 

inserted nucleic acid will be of an antisense orientation to a target nucleic acid of interest, 

described further in the following subsection). 

The antisense nucleic acid molecules of the invention are typically administered to a 
subject or generated in situ such that they hybridize with or bind to cellular mRNA and/or 
genomic DNA encoding an NOVX protein to thereby inhibit expression of the protein (e.g., by 
inhibiting transcription and/or translation). The hybridization can be by conventional 
nucleotide complementarity to form a stable duplex, or, for example, in the case of an 
antisense nucleic acid molecule that binds to DNA duplexes, through specific interactions in 
the major groove of the double helix. An example of a route of administration of antisense 
nucleic acid molecules of the invention includes direct injection at a tissue site. Alternatively, 
antisense nucleic acid molecules can be modified to target selected cells and then administered 
systemically. For example, for systemic administration, antisense molecules can be modified 
such that they specifically bind to receptors or antigens expressed on a selected cell surface 
(e.g., by linking the antisense nucleic acid molecules to peptides or antibodies that bind to cell 
surface receptors or antigens). The antisense nucleic acid molecules can also be delivered to 
cells using the vectors described herein. To achieve sufficient nucleic acid molecules, vector 
constructs in which the antisense nucleic acid molecule is placed under the control of a strong 
pol II or pol HI promoter are preferred. 

In yet another embodiment, the antisense nucleic acid molecule of the invention is an 
oc-anomeric nucleic acid molecule. An a-anomeric nucleic acid molecule forms specific 
double-stranded hybrids with complementary RNA in which, contrary to the usual (3-units, the 
strands run parallel to each other. See, e.g., Gaultier, et al., 1987. Nucl Acids Res. 15: 
6625-6641. The antisense nucleic acid molecule can also comprise a 

2-o-methylribonucleotide (See, e.g., Inoue, etah 1987. Nucl. Acids Res. 15: 6131-6148) or a 
chimeric RNA-DNA analogue (See, e.g., Inoue, et al, 1987. FEES Lett. 215: 327-330. 
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Ribozymes and PNA Moieties 

Nucleic acid modifications include, by way of non-limiting example, modified bases, 
and nucleic acids whose sugar phosphate backbones are modified or derivatized. These 
modifications are carried out at least in part to enhance the chemical stability of the modified 
nucleic acid, such that they may be used, for example, as antisense binding nucleic acids in 
therapeutic applications in a subject. 

In one embodiment, an antisense nucleic acid of the invention is a ribozyme. 
Ribozymes are catalytic RNA molecules with ribonuclease activity that are capable of 
cleaving a single-stranded nucleic acid, such as an mRNA, to which they have a 
complementary region. Thus, ribozymes (e.g., hammerhead ribozymes as described in 
Haselhoff and Gerlach 1988. Nature 334: 585-591) can be used to catalytically cleave NOVX 
mRNA transcripts to thereby inhibit translation of NOVX mRNA. A ribozyme having 
specificity for an NOVX-encoding nucleic acid can be designed based upon the nucleotide 
sequence of an NOVX cDNA disclosed herein (i.e., SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63). For 
example, a derivative of a Tetrahymena L-19 IVS RNA can be constructed in which the 
nucleotide sequence of the active site is complementary to the nucleotide sequence to be 
cleaved in an NOVX-encoding mRNA. See, e.g., U.S. Patent 4,987,071 to Cech, et al. and 
U.S. Patent 5,1 16,742 to Cech, et al. NOVX mRNA can also be used to select a catalytic 
RNA having a specific ribonuclease activity from a pool of RNA molecules. See, e.g., Bartel 
et al., (1993) Science 261:1411-1418. 

Alternatively, NOVX gene expression can be inhibited by targeting nucleotide 
sequences complementary to the regulatory region of the NOVX nucleic acid (e.g., the NOVX 
promoter and/or enhancers) to form triple helical structures that prevent transcription of the 
NOVX gene in target cells. See, e.g., Helene, 1991. Anticancer Drug Des. 6: 569-84; Helene, 
et al. 1992. Ann. N.Y. Acad. Sci. 660: 27-36; Maher, 1992. Bioassays 14: 807-15. 

In various embodiments, the NOVX nucleic acids can be modified at the base moiety, 
sugar moiety or phosphate backbone to improve, e.g., the stability, hybridization, or solubility 
of the molecule. For example, the deoxyribose phosphate backbone of the nucleic acids can 
be modified to generate peptide nucleic acids. See, e.g., Hyrup, et al, 1996. BioorgMed 
Chem 4: 5-23. As used herein, the terms "peptide nucleic acids" or "PNAs" refer to nucleic 
acid mimics (e.g., DNA mimics) in which the deoxyribose phosphate backbone is replaced by 
a pseudopeptide backbone and only the four natural nucleobases are retained. The neutral 
backbone of PNAs has been shown to allow for specific hybridization to DNA and RNA under 

129 



WO 02/29058 PCT/US01/31248 
conditions of low ionic strength. The synthesis of PNA oligomers can be performed using 
standard solid phase peptide synthesis protocols as described in Hyrup, et ah, 1996. supra; 
Perry-O'Keefe, et ah, 1996. Proc. Natl. Acad. Sci. USA 93: 14670-14675. 

PNAs of NOVX can be used in therapeutic and diagnostic applications. For example, 
5 PNAs can be used as antisense or antigene agents for sequence-specific modulation of gene 
expression by, e.g., inducing transcription or translation arrest or inhibiting replication. PNAs 
of NOVX can also be used, for example, in the analysis of single base pair mutations in a gene 
(e.g., PNA directed PCR clamping; as artificial restriction enzymes when used in combination 
with other enzymes, e.g., S\ nucleases (See, Hyrup, et ah, 1996. supra)', or as probes or primers 
10 for DNA sequence and hybridization (See, Hyrup, et ah, 1996, supra; Perry-O'Keefe, et aL, 
1996. supra). 

In another embodiment, PNAs of NOVX can be modified, e.g., to enhance their 
stability or cellular uptake, by attaching lipophilic or other helper groups to PNA, by the 
formation of PNA-DNA chimeras, or by the use of liposomes or other techniques of drug 

15 delivery known in the art. For example, PNA-DNA chimeras of NOVX can be generated that 
may combine the advantageous properties of PNA and DNA. Such chimeras allow PNA 
recognition enzymes (e.g., RNase H and DNA polymerases) to interact with the DNA portion 
while the PNA portion would provide high binding affinity and specificity. PNA-DNA 
chimeras can be linked using linkers of appropriate lengths selected in terms of base stacking, 

20 number of bonds between the nucleobases, and orientation (see, Hyrup, et al., 1996. supra). 
The synthesis of PNA-DNA chimeras can be performed as described in Hyrup, et ah, 1996. 
supra and Finn, et ah, 1996. Nucl Acids Res 24: 3357-3363. For example, a DNA chain can 
be synthesized on a solid support using standard phosphoramidite coupling chemistry, and 
modified nucleoside analogs, e.g., 5 f -(4-methoxytrityl)amino-5 f -deoxy-thymidine 

25 phosphoramidite, can be used between the PNA and the 5 1 end of DNA. See, e.g., Mag, et ah, 
1 989. Nucl Acid Res 17: 5973-5988. PNA monomers are then coupled in a stepwise manner 
to produce a chimeric molecule with a 5 1 PNA segment and a 3 1 DNA segment See, e.g., 
Finn, et ah, 1996. supra. Alternatively, chimeric molecules can be synthesized with a 5' DNA 
segment and a 3' PNA segment. See, e.g., Petersen, et ah, 1975. Bioorg. Med. Chem. Lett. 5: 

30 1119-11124. 

In other embodiments, the oligonucleotide may include other appended groups such as 
peptides (e.g., for targeting host cell receptors in vivo), or agents facilitating transport across 
the cell membrane (see, e.g., Letsinger, et ah, 1989. Proc. Natl. Acad. Sci. U.S.A. 86: 
6553-6556; Lemaitre, et ah, 1987. Proc. Natl. Acad. Sci. 84: 648-652; PCT Publication No. 
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WO88/09810) or the blood-brain barrier (see, e.g., PCT Publication No. WO 89/10134). In 
addition, oligonucleotides can be modified with hybridization triggered cleavage agents (see, 
e.g., Krol, etaL, 1988. BioTechniques 6:958-976) or intercalating agents (see, e.g., Zon, 1988. 
Pharrn. Res. 5: 539-549). To this end, the oligonucleotide may be conjugated to another 
molecule, e.g., a peptide, a hybridization triggered cross-linking agent, a transport agent, a 
hybridization-triggered cleavage agent, and the like. 

NOVX Polypeptides 

A polypeptide according to the invention includes a polypeptide including the amino 
acid sequence of NOVX polypeptides whose sequences are provided in SEQ ID NOS:2, 4, 6, 
8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 
58, 60, 62 and 64. The invention also includes a mutant or variant protein any of whose 
residues may be changed from the corresponding residues shown in SEQ ID NOS:2, 4, 6, 8, 
10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
60, 62 and 64 while still encoding a protein that maintains its NOVX activities and 
physiological functions, or a functional fragment thereof. 

In general, an NOVX variant that preserves NOVX-like function includes any variant 
in which residues at a particular position in the sequence have been substituted by other amino 
acids, and further include the possibility of inserting an additional residue or residues between 
two residues of the parent protein as well as the possibility of deleting one or more residues 
from the parent sequence. Any amino acid substitution, insertion, or deletion is encompassed 
by the invention. In favorable circumstances, the substitution is a conservative substitution as 
defined above. 

One aspect of the invention pertains to isolated NOVX proteins, and biologically, 
active portions thereof, or derivatives, fragments, analogs or homologs thereof. Also provided 
are polypeptide fragments suitable for use as immunogens to raise anti-NOVX antibodies. In 
one embodiment, native NOVX proteins can be isolated from cells or tissue sources by an 
appropriate purification scheme using standard protein purification techniques. In another 
embodiment, NOVX proteins are produced by recombinant DNA techniques. Alternative to 
recombinant expression, an NOVX protein or polypeptide can be synthesized chemically 
using standard peptide synthesis techniques. 

An "isolated" or "purified" polypeptide or protein or biologically-active portion thereof 
is substantially free of cellular material or other contaminating proteins from the cell or tissue 
source from which the NOVX protein is derived, or substantially free from chemical 
precursors or other chemicals when chemically synthesized. The language "substantially free 
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of cellular material" includes preparations of NOVX proteins in which the protein is separated 

from cellular components of the cells from which it is isolated or recombinantly-produced. In 

one embodiment, the language "substantially free of cellular material" includes preparations of 

NOVX proteins having less than about 30% (by dry weight) of non-NOVX proteins (also 

5 referred to herein as a "contaminating protein"), more preferably less than about 20% of 

non-NOVX proteins, still more preferably less than about 10% of non-NOVX proteins, and 

most preferably less than about 5% of non-NOVX proteins. When the NOVX protein or 

biologically-active portion thereof is recombinantly-produced, it is also preferably 

substantially free of culture medium, i.e., culture medium represents less than about 20%, 

10 more preferably less than about 10%, and most preferably less than about 5% of the volume of 
the NOVX protein preparation. 

The language "substantially free of chemical precursors or other chemicals" includes 
preparations of NOVX proteins in which the protein is separated from chemical precursors or 
other chemicals that are involved in the synthesis of the protein. In one embodiment, the 

15 language "substantially free of chemical precursors or other chemicals" includes preparations 
of NOVX proteins having less than about 30% (by dry weight) of chemical precursors or 
non-NOVX chemicals, more preferably less than about 20% chemical precursors or 
non-NOVX chemicals, still more preferably less than about 10% chemical precursors or 
non-NOVX chemicals, and most preferably less than about 5% chemical precursors or 

20 non-NOVX chemicals. 

Biologically-active portions of NOVX proteins include peptides comprising amino 
acid sequences sufficiently homologous to or derived from the amino acid sequences of the 
NOVX proteins (e.g., the amino acid sequence shown in SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 
16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 

25 64) that include fewer amino acids than the full-length NOVX proteins, and exhibit at least 
one activity of an NOVX protein. Typically, biologically-active portions comprise a domain 
or motif with at least one activity of the NOVX protein. A biologically-active portion of an 
NOVX protein can be a polypeptide which is, for example, 10, 25, 50, 100 or more amino acid 
residues in length. 

30 Moreover, other biologically-active portions, in which other regions of the protein are 

deleted, can be prepared by recombinant techniques and evaluated for one or more of the 
functional activities of a native NOVX protein. 

In an embodiment, the NOVX protein has an amino acid sequence shown SEQ ID 
NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 
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52, 54, 56, 58, 60, 62 and 64. In other embodiments, the NOVX protein is substantially 
homologous to SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 
38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64, and retains the functional activity of 
the protein of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 
40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64, yet differs in amino acid sequence due to 
natural allelic variation or mutagenesis, as described in detail, below. Accordingly, in another 
embodiment, the NOVX protein is a protein that comprises an amino acid sequence at least 
about 45% homologous to the amino acid sequence SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 
20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64, and 
retains the functional activity of the NOVX proteins of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and 64. 

Determining Homology Between Two or More Sequences 

To determine the percent homology of two amino acid sequences or of two nucleic 
acids, the sequences are aligned for optimal comparison purposes (e.g., gaps can be introduced 
in the sequence of a first amino acid or nucleic acid sequence for optimal alignment with a 
second amino or nucleic acid sequence). The amino acid residues or nucleotides at 
corresponding amino acid positions or nucleotide positions are then compared. When a 
position in the first sequence is occupied by the same amino acid residue or nucleotide as the 
corresponding position in the second sequence, then the molecules are homologous at that 
position (i.e., as used herein amino acid or nucleic acid "homology" is equivalent to amino 
acid or nucleic acid "identity"). 

The nucleic acid sequence homology may be determined as the degree of identity 
between two sequences. The homology may be determined using computer programs known 
in the art, such as GAP software provided in the GCG program package. See, Needleman and 
Wunsch, 1970. JMol Biol 48: 443-453. Using GCG GAP software with the following settings 
for nucleic acid sequence comparison: GAP creation penalty of 5.0 and GAP extension 
penalty of 0.3, the coding region of the analogous nucleic acid sequences referred to above 
exhibits a degree of identity preferably of at least 70%, 75%, 80%, 85%, 90%, 95%, 98%, or 
99%, with the CDS (encoding) part of the DNA sequence shown in SEQ ID NOS:l, 3, 5, 7, 9, 
11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 
61 and 63. 

The term "sequence identity 5 * refers to the degree to which two polynucleotide or 
polypeptide sequences are identical on a residue-by-residue basis over a particular region of 
comparison. The term "percentage of sequence identity" is calculated by comparing two 

133 



WO 02/29058 PCT/US01/31 248 

optimally aligned sequences over that region of comparison, determining the number of 

positions at which the identical nucleic acid base (e.g., A, T, C, G, U, or I, in the case of 

nucleic acids) occurs in both sequences to yield the number of matched positions, dividing the 

number of matched positions by the total number of positions in the region of comparison (i.e., 

5 the window size), and multiplying the result by 100 to yield the percentage of sequence 

identity. The term "substantial identity" as used herein denotes a characteristic of a 

polynucleotide sequence, wherein the polynucleotide comprises a sequence that has at least 80 

percent sequence identity, preferably at least 85 percent identity and often 90 to 95 percent 

sequence identity, more usually at least 99 percent sequence identity as compared to a 

10 reference sequence over a comparison region. 

Chimeric and Fusion Proteins 

The invention also provides NOVX chimeric or fusion proteins. As used herein, an 
NOVX "chimeric protein" or "fusion protein" comprises an NOVX polypeptide operatively- 
linked to a non-NOVX polypeptide. An "NOVX polypeptide" refers to a polypeptide having 

15 an amino acid sequence corresponding to an NOVX protein SEQ ID NOS:2, 4, 6, 8, 10, 12, 
14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 
and 64, whereas a "non-NOVX polypeptide" refers to a polypeptide having an amino acid 
sequence corresponding to a protein that is not substantially homologous to the NOVX 
protein, e.g., a protein that is different from the NOVX protein and that is derived from the 

20 same or a different organism. Within an NOVX fusion protein the NOVX polypeptide can 
correspond to all or a portion of an NOVX protein. In one embodiment, an NOVX fusion 
protein comprises at least one biologically-active portion of an NOVX protein. In another 
embodiment, an NOVX fusion protein comprises at least two biologically-active portions of 
an NOVX protein. In yet another embodiment, an NOVX fusion protein comprises at least 

25 three biologically-active portions of an NOVX protein. Within the fusion protein, the term 
"operatively-linked" is intended to indicate that the NOVX polypeptide and the non-NOVX 
polypeptide are fused in-frame with one another. The non-NOVX polypeptide can be fused to 
the N-terminus or C-tenninus of the NOVX polypeptide. 

In one embodiment, the fusion protein is a GST-NO VX fusion protein in which the 

30 NOVX sequences are fused to the C-terminus of the GST (glutathione S-transferase) 
sequences. Such fusion proteins can facilitate the purification of recombinant NOVX 
polypeptides. 

In another embodiment, the fusion protein is an NOVX protein containing a 
heterologous signal sequence at its N-terminus. In certain host cells (e.g., mammalian host 
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cells), expression and/or secretion of NOVX can be increased through use of a heterologous 
signal sequence. 

In yet another embodiment, the fusion protein is an NOVX-immunoglobulin fusion 
protein in which the NOVX sequences are fused to sequences derived from a member of the 
immunoglobulin protein family. The NOVX-immunoglobulin fusion proteins of the invention 
can be incorporated into pharmaceutical compositions and administered to a subject to inhibit 
an interaction between an NOVX ligand and an NOVX protein on the surface of a cell, to 
thereby suppress NOVX-mediated signal transduction in vivo. The NOVX-immunoglobulin 
fusion proteins can be used to affect the bioavailability of an NOVX cognate ligand. 
Inhibition of the NOVX ligandTNOVX interaction may be useful therapeutically for both the 
treatment of proliferative and differentiative disorders, as well as modulating (e.g. promoting 
or inhibiting) cell survival. Moreover, the NOVX-immunoglobulin fusion proteins of the 
invention can be used as immunogens to produce anti-NOVX antibodies in a subject, to purify 
NOVX ligands, and in screening assays to identify molecules that inhibit the interaction of 
NOVX with an NOVX ligand. 

An NOVX chimeric or fusion protein of the invention can be produced by standard 
recombinant DNA techniques. For example, DNA fragments coding for the different 
polypeptide sequences are ligated together in-frame in accordance with conventional 
techniques, e.g., by employing blunt-ended or stagger-ended termini for ligation, restriction 
enzyme digestion to provide for appropriate termini, filling-in of cohesive ends as appropriate, 
alkaline phosphatase treatment to avoid undesirable joining, and enzymatic ligation. In 
another embodiment, the fusion gene can be synthesized by conventional techniques including 
automated DNA synthesizers. Alternatively, PCR amplification of gene fragments can be 
carried out using anchor primers that give rise to complementary overhangs between two 
consecutive gene fragments that can subsequently be annealed and reamplified to generate a 
chimeric gene sequence (see, e.g., Ausubel, et al. (eds.) Current Protocols in Molecular 
Biology, John Wiley & Sons, 1992). Moreover, many expression vectors are commercially 
available that already encode a fusion moiety (e.g., a GST polypeptide). An NOVX-encoding 
nucleic acid can be cloned into such an expression vector such that the fusion moiety is linked 
in-frame to the NOVX protein. 

NOVX Agonists and Antagonists 

The invention also pertains to variants of the NOVX proteins that function as either 
NOVX agonists (i.e., mimetics) or as NOVX antagonists. Variants of the NOVX protein can 
be generated by mutagenesis (e.g., discrete point mutation or truncation of the NOVX protein). 
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An agonist of the NOVX protein can retain substantially the same, or a subset of, the 
biological activities of the naturally occurring form of the NOVX protein. An antagonist of 
the NOVX protein can inhibit one or more of the activities of the naturally occurring form of 
the NOVX protein by, for example, competitively binding to a downstream or upstream 
5 member of a cellular signaling cascade which includes the NOVX protein. Thus, specific 
biological effects can be elicited by treatment with a variant of limited function. In one 
embodiment, treatment of a subject with a variant having a subset of the biological activities 
of the naturally occurring form of the protein has fewer side effects in a subject relative to 
treatment with the naturally occurring form of the NOVX proteins. 

10 Variants of the NOVX proteins that function as either NOVX agonists (i.e., mimetics) 

or as NOVX antagonists can be identified by screening combinatorial libraries of mutants 
(e.g., truncation mutants) of the NOVX proteins for NOVX protein agonist or antagonist 
activity. In one embodiment, a variegated library of NOVX variants is generated by 
combinatorial mutagenesis at the nucleic acid level and is encoded by a variegated gene 

1 5 library. A variegated library of NOVX variants can be produced by, for example, 

enzymatically ligating a mixture of synthetic oligonucleotides into gene sequences such that a 
degenerate set of potential NOVX sequences is expressible as individual polypeptides, or 
alternatively, as a set of larger fusion proteins (e.g., for phage display) containing the set of 
NOVX sequences therein. There are a variety of methods which can be used to produce 

20 libraries of potential NOVX variants from a degenerate oligonucleotide sequence. Chemical 
synthesis of a degenerate gene sequence can be performed in an automatic DNA synthesizer, 
and the synthetic gene then ligated into an appropriate expression vector. Use of a degenerate 
set of genes allows for the provision, in one mixture, of all of the sequences encoding the 
desired set of potential NOVX sequences. Methods for synthesizing degenerate 

25 oligonucleotides are well-known within the art. See, e.g., Narang, 1983. Tetrahedron 39: 3; 
Itakura, et ah, 1984. Annu. Rev. Biochem. 53: 323; Itakura, et al 9 1984. Science 198: 1056; 
Dee, et al. 9 1983. Nucl Acids Res. 11: 477. 

Polypeptide Libraries 

In addition, libraries of fragments of the NOVX protein coding sequences can be used 
30 to generate a variegated population of NOVX fragments for screening and subsequent 

selection of variants of an NOVX protein. In one embodiment, a library of coding sequence 
fragments can be generated by treating a double stranded PCR fragment of an NOVX coding 
sequence with a nuclease under conditions wherein nicking occurs only about once per 
molecule, denaturing the double stranded DNA, renaturing the DNA to form double-stranded 
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DNA that can include sense/antisense pairs from different nicked products, removing single 
stranded portions from reformed duplexes by treatment with Si nuclease, and ligating the 
resulting fragment library into an expression vector. By this method, expression libraries can 
be derived which encodes N-terminal and internal fragments of various sizes of the NOVX 
proteins. 

Various techniques are known in the art for screening gene products of combinatorial 
libraries made by point mutations or truncation, and for screening cDNA libraries for gene 
products having a selected property. Such techniques are adaptable for rapid screening of the 
gene libraries generated by the combinatorial mutagenesis of NOVX proteins. The most 
widely used techniques, which are amenable to high throughput analysis, for screening large 
gene libraries typically include cloning the gene library into replicable expression vectors, 
transforming appropriate cells with the resulting library of vectors, and expressing the 
combinatorial genes under conditions in which detection of a desired activity facilitates 
isolation of the vector encoding the gene whose product was detected. Recursive ensemble 
mutagenesis (REM), a new technique that enhances the frequency of functional mutants in the 
libraries, can be used in combination with the screening assays to identify NOVX variants. 
See, e.g., Arkin and Yourvan, 1992. Proc. Natl. Acad. Sci. USA 89: 781 1-7815; Delgrave, et 
al, 1993. Protein Engineering 6:327-331. 

Anti-NOVX Antibodies 

Also included in the invention are antibodies to NOVX proteins, or fragments of 
NOVX proteins. The term "antibody" as used herein refers to immunoglobulin molecules and 
immunologically active portions of immunoglobulin (Ig) molecules, i.e., molecules that 
contain an antigen binding site that specifically binds (immunoreacts with) an antigen. Such 
antibodies include, but are not limited to, polyclonal, monoclonal, chimeric, single chain, F ab , 
Fab> and F (ab ')2 fragments, and an F ab expression library. In general, an antibody molecule 
obtained from humans relates to any of the classes IgG, IgM, IgA, IgE and IgD, which differ 
from one another by the nature of the heavy chain present in the molecule. Certain classes 
have subclasses as well, such as IgGi, IgG 2 , and others. Furthermore, in humans, the light 
chain may be a kappa chain or a lambda chain. Reference herein to antibodies includes a 
reference to all such classes, subclasses and types of human antibody species. 

An isolated NOVX-related protein of the invention may be intended to serve as an 
antigen, or a portion or fragment thereof, and additionally can be used as an immunogen to 
generate antibodies that immunospecifically bind the antigen, using standard techniques for 
polyclonal and monoclonal antibody preparation. The full-length protein can be used or, 
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alternatively, the invention provides antigenic peptide fragments of the antigen for use as 

immunogens. An antigenic peptide fragment comprises at least 6 amino acid residues of the 

amino acid sequence of the full length protein and encompasses an epitope thereof such that an 

antibody raised against the peptide forms a specific immune complex with the full length 

5 protein or with any fragment that contains the epitope. Preferably, the antigenic peptide 

comprises at least 10 amino acid residues, or at least 15 amino acid residues, or at least 20 

amino acid residues, or at least 30 amino acid residues. Preferred epitopes encompassed by 

the antigenic peptide are regions of the protein that are located on its surface; commonly these 

are hydrophilic regions. 

10 In certain embodiments of the invention, at least one epitope encompassed by the 

antigenic peptide is a region of NOVX-related protein that is located on the surface of the 
protein, e.g., a hydrophilic region. A hydrophobicity analysis of the human NOVX-related 
protein sequence will indicate which regions of a NOVX-related protein are particularly 
hydrophilic and, therefore, are likely to encode surface residues useful for targeting antibody 

15 production. As a means for targeting antibody production, hydropathy plots showing regions 
of hydrophilicity and hydrophobicity may be generated by any method well known in the art, 
including, for example, the Kyte Doolittle or the Hopp Woods methods, either with or without 
Fourier transformation. See, e.g., Hopp and Woods, 1981, Proc. Nat Acad. ScL USA 78: 
3824-3828; Kyte and Doolittle 1982, J. Mol. BioL 157: 105-142, each of which is incorporated 

20 herein by reference in its entirety. Antibodies that are specific for one or more domains within 
an antigenic protein, or derivatives, fragments, analogs or homologs thereof, are also provided 
herein. 

A protein of the invention, or a derivative, fragment, analog, homolog or ortholog 
thereof, may be utilized as an immunogen in the generation of antibodies that 
25 immunospecifically bind these protein components. 

Various procedures known within the art may be used for the production of polyclonal 
or monoclonal antibodies directed against a protein of the invention, or against derivatives, 
fragments, analogs homologs or orthologs thereof (see, for example, Antibodies: A Laboratory 
Manual, Harlow and Lane, 1988, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, 
30 NY, incorporated herein by reference). Some of these antibodies are discussed below. 

Polyclonal Antibodies 

For the production of polyclonal antibodies, various suitable host animals (e.g., rabbit, 
goat, mouse or other mammal) may be immunized by one or more injections with the native 
protein, a synthetic variant thereof, or a derivative of the foregoing. An appropriate 
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immunogenic preparation can contain, for example, the naturally occurring immunogenic 
protein, a chemically synthesized polypeptide representing the immunogenic protein, or a 
recombinantly expressed immunogenic protein. Furthermore, the protein may be conjugated 
to a second protein known to be immunogenic in the mammal being immunized. Examples of 
such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum 
albumin, bovine thyroglobulin, and soybean trypsin inhibitor. The preparation can further 
include an adjuvant. Various adjuvants used to increase the immunological response include, 
but are not limited to, Freund's (complete and incomplete), mineral gels (e.g., aluminum 
hydroxide), surface active substances (e.g., lysolecithin, pluronic polyols, polyanions, 
peptides, oil emulsions, dinitrophenol, etc.), adjuvants usable in humans such as Bacille 
Calmette-Guerin and Corynebacterium parvum, or similar immunostimulatory agents. 
Additional examples of adjuvants which can be employed include MPL-TDM adjuvant 
(monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 

The polyclonal antibody molecules directed against the immunogenic protein can be 
isolated from the mammal (e.g., from the blood) and further purified by well known 
techniques, such as affinity chromatography using protein A or protein G, which provide 
primarily the IgG fraction of immune serum. Subsequently, or alternatively, the specific 
antigen which is the target of the immunoglobulin sought, or an epitope thereof, may be 
immobilized on a column to purify the immune specific antibody by immunoaffinity 
chromatography. Purification of immunoglobulins is discussed, for example, by D. Wilkinson 
(The Scientist, published by The Scientist, Inc., Philadelphia PA, Vol. 14, No. 8 (April 17, 
2000), pp. 25-28). 

Monoclonal Antibodies 

The term "monoclonal antibody" (MAb) or "monoclonal antibody composition", as., 
used herein, refers to a population of antibody molecules that contain only one molecular 
species of antibody molecule consisting of a unique light chain gene product and a unique 
heavy chain gene product. In particular, the complementarity determining regions (CDRs) of 
the monoclonal antibody are identical in all the molecules of the population. MAbs thus 
contain an antigen binding site capable of immunoreacting with a particular epitope of the 
antigen characterized by a unique binding affinity for it. 

Monoclonal antibodies can be prepared using hybridoma methods, such as those 
described by Kohler and Milstein, Nature, 256:495 (1975). In a hybridoma method, a mouse, 
hamster, or other appropriate host animal, is typically immunized with an immunizing agent to 
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elicit lymphocytes that produce or are capable of producing antibodies that will specifically 
bind to the immunizing agent. Alternatively, the lymphocytes can be immunized in vitro. 

The immunizing agent will typically include the protein antigen, a fragment thereof or 
a fusion protein thereof. Generally, either peripheral blood lymphocytes are used if cells of 
5 human origin are desired, or spleen cells or lymph node cells are used if non-human 

mammalian sources are desired. The lymphocytes are then fused with an immortalized cell 
line using a suitable fusing agent, such as polyethylene glycol, to form a hybridoma cell 
(Coding, Monoclonal Antibodies: Principles and Practice, Academic Press, (1986) pp. 
59-103). Immortalized cell lines are usually transformed mammalian cells, particularly 

10 myeloma cells of rodent, bovine and human origin. Usually, rat or mouse myeloma cell lines 
are employed. The hybridoma cells can be cultured in a suitable culture medium that 
preferably contains one or more substances that inhibit the growth or survival of the unfused, 
immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine guanine 
phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas 

1 5 typically will include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which 
substances prevent the growth of HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fuse efficiently, support stable high 
level expression of antibody by the selected antibody-producing cells, and are sensitive to a 
medium such as HAT medium. More preferred immortalized cell lines are murine myeloma 

20 lines, which can be obtained, for instance, from the Salk Institute Cell Distribution Center, San 
Diego, California and the American Type Culture Collection, Manassas, Virginia. Human 
myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production of human monoclonal antibodies (Kozbor,*/. Immunol, 133:3001 (1984); Brodeur 
et al., Monoclonal Antibody Production Techniques and Applications, Marcel 

25 Dekker, Inc., New York, (1987) pp. 51-63). 

The culture medium in which the hybridoma cells are cultured can then be assayed for 
the presence of monoclonal antibodies directed against the antigen. Preferably, the binding 
specificity of monoclonal antibodies produced by the hybridoma cells is determined by 
immunoprecipitation or by an in vitro binding assay, such as radioimmunoassay (RIA) or 

30 enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are known in 
the art. The binding affinity of the monoclonal antibody can, for example, be determined by 
the Scatchard analysis of Munson and Pollard, Anal Biochem^ 107:220 (1980). Preferably, 
antibodies having a high degree of specificity and a high binding affinity for the target antigen 
are isolated. 



140 



WO 02/29058 PCT/US01/31248 

After the desired hybridoma cells are identified, the clones can be subcloned by 
limiting dilution procedures and grown by standard methods. Suitable culture media for this 
purpose include, for example, Dulbecco's Modified Eagle's Medium and RPMI-1640 medium. 
Alternatively, the hybridoma cells can be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones can be isolated or purified from 
the culture medium or ascites fluid by conventional immunoglobulin purification procedures 
such as, for example, protein A-Sepharose, hydroxylapatite chromatography, gel 
electrophoresis, dialysis, or affinity chromatography. 

The monoclonal antibodies can also be made by recombinant DNA methods, such as 
those described in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of 
the invention can be readily isolated and sequenced using conventional procedures (e.g., by 
using oligonucleotide probes that are capable of binding specifically to genes encoding the 
heavy and light chains of murine antibodies). The hybridoma cells of the invention serve as a 
preferred source of such DNA. Once isolated, the DNA can be placed into expression vectors, 
which are then transfected into host cells such as simian COS cells, Chinese hamster ovary 
(CHO) cells, or myeloma cells that do not otherwise produce immunoglobulin protein, to 
obtain the synthesis of monoclonal antibodies in the recombinant host cells. The DNA also 
can be modified, for example, by substituting the coding sequence for human heavy and light 
chain constant domains in place of the homologous murine sequences (U.S. Patent No. 
4,816,567; Morrison, Nature 368, 812-13 (1994)) or by covalently joining to the 
immunoglobulin coding sequence all or part of the coding sequence for a non-immunoglobulin 
polypeptide. Such a non-immunoglobulin polypeptide can be substituted for the constant 
domains of an antibody of the invention, or can be substituted for the variable domains of one 
antigen-combining site of an antibody of the invention to create a chimeric bivalent antibody. 
Humanized Antibodies 

The antibodies directed against the protein antigens of the invention can further 
comprise humanized antibodies or human antibodies. These antibodies are suitable for 
administration to humans without engendering an immune response by the human against the 
administered immunoglobulin. Humanized forms of antibodies are chimeric immunoglobulins, 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab', F(ab') 2 or other antigen- 
binding subsequences of antibodies) that are principally comprised of the sequence of a human 
inmiunoglobulin, and contain minimal sequence derived from a non-human immunoglobulin. 
Humanization can be performed following the method of Winter and co-workers (Jones et al., 
Nature, 321:522-525 (1986); Riechmann et ^Nature, 332:323-327 (1988); Verhoeyen et al., 
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Science, 239:1534-1536 (1988)), by substituting rodent CDRs or CDR sequences for the 
corresponding sequences of a human antibody. (See also U.S. Patent No. 5,225,539.) In some 
instances, Fv framework residues of the human immunoglobulin are replaced by 
corresponding non-human residues. Humanized antibodies can also comprise residues which 
5 are found neither in the recipient antibody nor in the imported CDR or framework sequences. 
In general, the humanized antibody will comprise substantially all of at least one, and typically 
two, variable domains, in which all or substantially all of the CDR regions correspond to those 
of a non-human immunoglobulin and all or substantially all of the framework regions are 
those of a human immunoglobulin consensus sequence. The humanized antibody optimally 
10 also will comprise at least a portion of an immunoglobulin constant region (Fc), typically that 
of a human immunoglobulin (Jones et al., 1986; Riechmann et al., 1988; and Presta, Curr. Op. 
Struct Biol, 2:593-596 (1992)). 

Human Antibodies 

Fully human antibodies relate to antibody molecules in which essentially the entire 

15 sequences of both the light chain and the heavy chain, including the CDRs, arise from human 
genes. Such antibodies are termed "human antibodies", or "fully human antibodies" herein. 
Human monoclonal antibodies can be prepared by the trioma technique; the human B-cell 
hybridoma technique (see Kozbor, et al., 1983 Immunol Today 4: 72) and the EBV hybridoma 
technique to produce human monoclonal antibodies (see Cole, et al., 1985 In: MONOCLONAL 

20 Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 77-96). Human monoclonal 

antibodies may be utilized in the practice of the present invention and may be produced by 
using human hybridomas (see Cote, et al., 1983. Proc Natl Acad Sci USA 80: 2026-2030) or 
by transforming human B-cells with Epstein Barr Virus in vitro (see Cole, et al., 1985 In: 
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 77-96). 

25 In addition, human antibodies can also be produced using additional techniques, 

including phage display libraries (Hoogenboom and Winter, J. MoL BioL, 227:381 (1991); 
Marks et al., J. MoL BioL, 222:581 (1991))- Similarly, human antibodies can be made by 
introducing human immunoglobulin loci into transgenic animals, e.g., mice in which the 
endogenous immunoglobulin genes have been partially or completely inactivated. Upon 

30 challenge, human antibody production is observed, which closely resembles that seen in 

humans in all respects, including gene rearrangement, assembly, and antibody repertoire. This 
approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 5,569,825; 
5,625,126; 5,633,425; 5,661,016, and in Marks et al. {Bio/Technology 10, 779-783 (1992)); 
Lonberg et al. {Nature 368 856-859 (1994)); Morrison ( Nature 368, 812-13 (1994)); Fishwild 
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et z±,(Nature Biotechnology 14, 845-51 (1996)); Neuberger (Nature Biotechnology 14, 826 
(1996)); and Lonberg and Huszar (Intern. Rev. Immunol. 13 65-93 (1995)). 

Human antibodies may additionally be produced using transgenic nonhuman animals 
which are modified so as to produce fully human antibodies rather than the animal's 
endogenous antibodies in response to challenge by an antigen. (See PCT publication 
WO94/02602). The endogenous genes encoding the heavy and light immunoglobulin chains in 
the nonhuman host have been incapacitated, and active loci encoding human heavy and light 
chain immunoglobulins are inserted into the host's genome. The human genes are 
incorporated, for example, using yeast artificial chromosomes containing the requisite human 
DNA segments. An animal which provides all the desired modifications is then obtained as 
progeny by crossbreeding intermediate transgenic animals containing fewer than the full 
complement of the modifications. The preferred embodiment of such a nonhuman animal is a 
mouse, and is termed the Xenomouse™ as disclosed in PCT publications WO 96/33735 and 
WO 96/34096. This animal produces B cells which secrete fully human immunoglobulins. 
The antibodies can be obtained directly from the animal after immunization with an 
immunogen of interest, as, for example, a preparation of a polyclonal antibody, or alternatively 
from immortalized B cells derived from the animal, such as hybridomas producing 
monoclonal antibodies. Additionally, the genes encoding the immunoglobulins with human 
variable regions can be recovered and expressed to obtain the antibodies directly, or can be 
further modified to obtain analogs of antibodies such as, for example, single chain Fv 
molecules. 

An example of a method of producing a nonhuman host, exemplified as a mouse, 
lacking expression of an endogenous immunoglobulin heavy chain is disclosed in U.S. Patent 
No. 5,939,598. It can be obtained by a method including deleting the J segment genes from at 
least one endogenous heavy chain locus in an embryonic stem cell to prevent rearrangement of 
the locus and to prevent formation of a transcript of a rearranged immunoglobulin heavy chain 
locus, the deletion being effected by a targeting vector containing a gene encoding a selectable 
marker; and producing from the embryonic stem cell a transgenic mouse whose somatic and 
germ cells contain the gene encoding the selectable marker. 

A method for producing an antibody of interest, such as a human antibody, is disclosed 
in U.S. Patent No. 5,916,771. It includes introducing an expression vector that contains a 
nucleotide sequence encoding a heavy chain into one mammalian host cell in culture, 
introducing an expression vector containing a nucleotide sequence encoding a light chain into 
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another mammalian host cell, and fusing the two cells to form a hybrid cell. The hybrid cell 
expresses an antibody containing the heavy chain and the light chain. 

In a further improvement on this procedure, a method for identifying a clinically 
relevant epitope on an immunogen, and a correlative method for selecting an antibody that 
binds immunospecifically to the relevant epitope with high affinity, are disclosed in PCT 
publication WO 99/53049. 

F ab Fragments and Single Chain Antibodies 

According to the invention, techniques can be adapted for the production of 
single-chain antibodies specific to an antigenic protein of the invention (see e.g., U.S. Patent 
No. 4,946,778). In addition, methods can be adapted for the construction of F a b expression 
libraries (see e.g., Huse, et al., 1989 Science 246: 1275-1281) to allow rapid and effective 
identification of monoclonal F a b fragments with the desired specificity for a protein or 
derivatives, fragments, analogs or homologs thereof. Antibody fragments that contain the 
idiotypes to a protein antigen may be produced by techniques known in the art including, but 
not limited to : (i) an F( a b*)2 fragment produced by pepsin digestion of an antibody molecule; (ii) 
an F ab fragment generated by reducing the disulfide bridges of an F( a b*)2 fragment; (iii) an F ab 
fragment generated by the treatment of the antibody molecule with papain and a reducing 
agent and (iv) F v fragments. 

Bispecific Antibodies 

Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that 
have binding specificities for at least two different antigens. In the present case, one of the 
binding specificities is for an antigenic protein of the invention. The second binding target is 
any other antigen, and advantageously is a cell-surface protein or receptor or receptor subunit 

Methods for making bispecific antibodies are known in the art. Traditionally, the 
recombinant production of bispecific antibodies is based on the co-expression of two 
immunoglobulin heavy-chain/light-chain pairs, where the two heavy chains have different 
specificities (Milstein and Cuello, Nature, 305:537-539 (1983)). Because of the random 
assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) produce 
a potential mixture of ten different antibody molecules, of which only one has the correct 
bispecific structure. The purification of the correct molecule is usually accomplished by 
affinity chromatography steps. Similar procedures are disclosed in WO 93/08829, published 
13 May 1993, and in Traunecker et al. 9 1991 EMBOJ., 10:3655-3659. 
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Antibody variable domains with the desired binding specificities (antibody-antigen 
combining sites) can be fused to immunoglobulin constant domain sequences. The fusion 
preferably is with an immunoglobulin heavy-chain constant domain, comprising at least part 
of the hinge, CH2, and CH3 regions. It is preferred to have the first heavy-chain constant 
region (CHI) containing the site necessary for light-chain binding present in at least one of the 
fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co- 
transfected into a suitable host organism. For further details of generating bispecific 
antibodies see, for example, Suresh et al., Methods in Enzymology, 121:210 (1986). 

According to another approach described in WO 96/2701 1 , the interface between a pair 
of antibody molecules can be engineered to maximize the percentage of heterodimers which 
are recovered from recombinant cell culture. The preferred interface comprises at least a part 
of the CH3 region of an antibody constant domain. In this method, one or more small amino 
acid side chains from the interface of the first antibody molecule are replaced with larger side 
chains (e.g. tyrosine or tryptophan). Compensatory "cavities" of identical or similar size to the 
large side chain(s) are created on the interface of the second antibody molecule by replacing 
large amino acid side chains with smaller ones (e.g. alanine or threonine). This provides a 
mechanism for increasing the yield of the heterodimer over other unwanted end-products such 
as homodimers. 

Bispecific antibodies can be prepared as full length antibodies or antibody fragments 
(e.g. F(ab')2 bispecific antibodies). Techniques for generating bispecific antibodies from 
antibody fragments have been described in the literature. For example, bispecific antibodies 
can be prepared using chemical linkage. Brennan et al., Science 229:81 (1985) describe a 
procedure wherein intact antibodies are proteolytically cleaved to generate F(ab')2 fragments. 
These fragments are reduced in the presence of the dithiol complexing agent sodium arsenite 
to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of the 
Fab'-TNB derivatives is then reconverted to the Fab'-thiol by reduction with 
mercaptoethylamine and is mixed with an equimolar amount of the other Fab'-TNB derivative 
to form the bispecific antibody. The bispecific antibodies produced can be used as agents for 
the selective immobilization of enzymes. 

Additionally, Fab' fragments can be directly recovered from E. coli and chemically 
coupled to form bispecific antibodies. Shalaby et al., J, Exp. Med. 175:217-225 (1992) 
describe the production of a fully humanized bispecific antibody F(ab , ) 2 molecule. Each Fab' 
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fragment was separately secreted from E. coli and subjected to directed chemical coupling in 
vitro to form the bispecific antibody. The bispecific antibody thus formed was able to bind to 
cells overexpressing the ErbB2 receptor and normal human T cells, as well as trigger the lytic 
activity of human cytotoxic lymphocytes against human breast tumor targets. 

Various techniques for making and isolating bispecific antibody fragments directly 
from recombinant cell culture have also been described. For example, bispecific antibodies 
have been produced using leucine zippers. Kostelny et al., J. Immunol 148(5): 1547-1 553 
(1992). The leucine zipper peptides from the Fos and Jun proteins were linked to the Fab' 
portions of two different antibodies by gene fusion. The antibody homodimers were reduced 
at the hinge region to form monomers and then re-oxidized to form the antibody heterodimers. 
This method can also be utilized for the production of antibody homodimers. The "diabody" 
technology described by Hollinger et al., Proc. Natl Acad. Set USA 90:6444-6448 (1993) has 
provided an alternative mechanism for making bispecific antibody fragments. The fragments 
comprise a heavy-chain variable domain (V H ) connected to a light-chain variable domain (V L ) 
by a linker which is too short to allow pairing between the two domains on the same chain. 
Accordingly, the V H and V L domains of one fragment are forced to pair with the 
complementary V L and V H domains of another fragment, thereby forming two antigen-binding 
sites. Another strategy for making bispecific antibody fragments by the use of single-chain Fv 
(sFv) dimers has also been reported. See, Gruber et al.,./. Immunol 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific 
antibodies can be prepared. Tutt et al., J. Immunol 147:60 (1991). 

Exemplary bispecific antibodies can bind to two different epitopes, at least one of 
which originates in the protein antigen of the invention. Alternatively, an anti-antigenic arm 
of an immunoglobulin molecule can be combined with an arm which binds to a triggering 
molecule on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or 
Fc receptors for IgG (FcyR), such as FcyRI (CD64), FcyRII (CD32) and FcyRIII (CD16) so as 
to focus cellular defense mechanisms to the cell expressing the particular antigen. Bispecific 
antibodies can also be used to direct cytotoxic agents to cells which express a particular 
antigen. These antibodies possess an antigen-binding arm and an arm which binds a cytotoxic 
agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, or TETA. Another 
bispecific antibody of interest binds the protein antigen described herein and further binds 
tissue factor (TF). 
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Heteroconjugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. 
Heteroconjugate antibodies are composed of two covalently joined antibodies. Such 
antibodies have, for example, been proposed to target immune system cells to unwanted cells 
(U.S. Patent No. 4,676,980), and for treatment of HIV infection (WO 91/00360; WO 
92/200373; EP 03089). It is contemplated that the antibodies can be prepared in vitro using 
known methods in synthetic protein chemistry, including those involving crosslinking agents. 
For example, immunotoxins can be constructed using a disulfide exchange reaction or by 
forming a thioether bond. Examples of suitable reagents for this purpose include iminothiolate 
and methyl-4-mercaptobutyrimidate and those disclosed, for example, in U.S. Patent No, 
4,676,980. 

Effector Function Engineering 

It can be desirable to modify the antibody of the invention with respect to effector 
function, so as to enhance, e.g., the effectiveness of the antibody in treating cancer. For 
example, cysteine residue(s) can be introduced into the Fc region, thereby allowing interchain 
disulfide bond formation in this region. The homodimeric antibody thus generated can have 
improved internalization capability and/or increased complement-mediated cell killing and 
antibody-dependent cellular cytotoxicity (ADCC). See Caron et al., J. Exp Med., 176: 1 191- 
1 195 (1992) and Shopes, J. Immunol., 148: 2918-2922 (1992). Homodimeric antibodies with 
enhanced anti-tumor activity can also be prepared using heterobifiinctional cross-linkers as 
described in Wolff et al. Cancer Research, 53: 2560-2565 (1993). Alternatively, an antibody 
can be engineered that has dual Fc regions and can thereby have enhanced complement lysis 
and ADCC capabilities. See Stevenson et al., Anti-Cancer Drug Design, 3: 219-230 (1989). 

Immunoconjugates 

The invention also pertains to immunoconjugates comprising an antibody conjugated 
to a cytotoxic agent such as a chemotherapeutic agent, toxin (e.g., an enzymatically active 
toxin of bacterial, fungal, plant, or animal origin, or fragments thereof), or a radioactive 
isotope (i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have 
been described above. Enzymatically active toxins and fragments thereof that can be used 
include diphtheria A chain, nonbinding active fragments of diphtheria toxin, exotoxin A chain 
(from Pseudomonas aeruginosa), ricin A chain, abrin A chain, modeccin A chain, alpha-sarcin, 
Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins (PAPI, PAPII, and 
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PAP-S), momordica charantia inhibitor, curcin, crotin, sapaonaria officinalis inhibitor, 
gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A variety of 
radionuclides are available for the production of radioconjugated antibodies. Examples 
include 2,2 Bi, l3I I, 131 In, 90 Y, and I86 Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of 
bifunctional protein-coupling agents such as N-succinimidyl-3-(2-pyridyldithiol) propionate 
(SPDP), iminothiolane (IT), bifunctional derivatives of inaidoesters (such as dimethyl 
adipimidate HCL), active esters (such as disuccinimidyl suberate), aldehydes (such as 
glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine), bis- 
diazonium derivatives (such as bis-0?-diazoniumbenzoyl)-ethylenediamine), diisocyanates 
(such as tolyene 2,6-diisocyanate), and bis-active fluorine compounds (such as 1,5-difluoro- 
2,4-dinitrobenzene). For example, a ricin immunotoxin can be prepared as described in 
Vitetta et aL, Science, 238: 1098 (1987). Carbon-14-labeled l-isothiocyanatobenzyl-3- 
methyldiethylene triaminepentaacetic acid (MX-DTPA) is an exemplary chelating agent for 
conjugation of radionucleotide to the antibody. See W094/1 1026. 

In another embodiment, the antibody can be conjugated to a "receptor" (such 
streptavidin) for utilization in tumor pretargeting wherein the antibody-receptor conjugate is 
administered to the patient, followed by removal of unbound conjugate from the circulation 
using a clearing agent and then administration of a "ligand" (e.g., avidin) that is in turn 
conjugated to a cytotoxic agent. 

In one embodiment, methods for the screening of antibodies that possess the desired 
specificity include, but are not limited to, enzyme-linked immunosorbent assay (ELISA) and 
other immunologically-mediated techniques known within the art. In a specific embodiment, 
selection of antibodies that are specific to a particular domain of an NOVX protein is 
facilitated by generation of hybridomas that bind to the fragment of an NOVX protein 
possessing such a domain. Thus, antibodies that are specific for a desired domain within an 
NOVX protein, or derivatives, fragments, analogs or homologs thereof, are also provided 
herein. 

Anti-NOVX antibodies may be used in methods known within the art relating to the 
localization and/or quantitation of an NOVX protein {e.g., for use in measuring levels of the 
NOVX protein within appropriate physiological samples, for use in diagnostic methods, for 
use in imaging the protein, and the like). In a given embodiment, antibodies for NOVX 
proteins, or derivatives, fragments, analogs or homologs thereof, that contain the antibody 
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derived binding domain, are utilized as pharmacologically-active compounds (hereinafter 
"Therapeutics"). 

An anti-NOVX antibody (e.g., monoclonal antibody) can be used to isolate an NOVX 
polypeptide by standard techniques, such as affinity chromatography or immunoprecipitation. 
An anti-NOVX antibody can facilitate the purification of natural NOVX polypeptide from 
cells and of recombinantly-produced NOVX polypeptide expressed in host cells. Moreover, 
an anti-NOVX antibody can be used to detect NOVX protein (e.g., in a cellular lysate or cell 
supernatant) in order to evaluate the abundance and pattern of expression of the NOVX 
protein. Anti-NOVX antibodies can be used diagnostically to monitor protein levels in tissue 
as part of a clinical testing procedure, e.g., to, for example, determine the efficacy of a given 
treatment regimen. Detection can be facilitated by coupling (i.e., physically linking) the 
antibody to a detectable substance. Examples of detectable substances include various 
enzymes, prosthetic groups, fluorescent materials, luminescent materials, bioluminescent 
materials, and radioactive materials. Examples of suitable enzymes include horseradish 
peroxidase, alkaline phosphatase, D-galactosidase, or acetylcholinesterase; examples of 
suitable prosthetic group complexes include streptavidin/biotin and avidin/biotin; examples of 
suitable fluorescent materials include umbelliferone, fluorescein, fluorescein isothiocyanate, 
rhodamine, dichlorotriazinylamine fluorescein, dansyl chloride or phycoerythrin; an example 
of a luminescent material includes luminol; examples of bioluminescent materials include 
luciferase, Iuciferin, and aequorin, and examples of suitable radioactive material include 125 I, 
,3, I, 35 Sor 3 H. 

NOVX Recombinant Expression Vectors and Host Cells 

Another aspect of the invention pertains to vectors, preferably expression vectors, 
containing a nucleic acid encoding an NOVX protein, or derivatives, fragments, analogs or 
homologs thereof. As used herein, the term "vector" refers to a nucleic acid molecule capable 
of transporting another nucleic acid to which it has been linked. One type of vector is a 
"plasmid", which refers to a circular double stranded DNA loop into which additional DNA 
segments can be ligated. Another type of vector is a viral vector, wherein additional DNA 
segments can be ligated into the viral genome. Certain vectors are capable of autonomous 
replication in a host cell into which they are introduced (e.g., bacterial vectors having a 
bacterial origin of replication and episomal mammalian vectors)! Other vectors (e.g. 9 
non-episomal mammalian vectors) are integrated into the genome of a host cell upon 
introduction into the host cell, and thereby are replicated along with the host genome. 
Moreover, certain vectors are capable of directing the expression of genes to which they are 
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operatively-linked. Such vectors are referred to herein as "expression vectors". In general, 
expression vectors of utility in recombinant DNA techniques are often in the form of plasmids. 
In the present specification, "plasmid" and "vector" can be used interchangeably as the 
plasmid is the most commonly used form of vector. However, the invention is intended to 
5 include such other forms of expression vectors, such as viral vectors (e.g., replication defective 
retroviruses, adenoviruses and adeno-associated viruses), which serve equivalent functions. 

The recombinant expression vectors of the invention comprise a nucleic acid of the 
invention in a form suitable for expression of the nucleic acid in a host cell, which means that 
the recombinant expression vectors include one or more regulatory sequences, selected on the 

10 basis of the host cells to be used for expression, that is operatively-linked to the nucleic acid 
sequence to be expressed. Within a recombinant expression vector, "operably-linked" is 
intended to mean that the nucleotide sequence of interest is linked to the regulatory 
sequence(s) in a manner that allows for expression of the nucleotide sequence (e.g., in an in 
vitro transcription/translation system or in a host cell when the vector is introduced into the 

15 host cell). 

The term "regulatory sequence" is intended to includes promoters, enhancers and other 
expression control elements (e.g., polyadenylation signals). Such regulatory sequences are 
described, for example, in Goeddel, Gene Expression Technology: Methods in 
Enzymology 185, Academic Press, San Diego, Calif. (1990). Regulatory sequences include 

20 those that direct constitutive expression of a nucleotide sequence in many types of host cell 
and those that direct expression of the nucleotide sequence only in certain host cells (e.g., 
tissue-specific regulatory sequences). It will be appreciated by those skilled in the art that the 
design of the expression vector can depend on such factors as the choice of the host cell to be 
transformed, the level of expression of protein desired, etc. The expression vectors of the 

25 invention can be introduced into host cells to thereby produce proteins or peptides, including 
fusion proteins or peptides, encoded by nucleic acids as described herein (e.g., NOVX 
proteins, mutant forms of NOVX proteins, fusion proteins, etc.). 

The recombinant expression vectors of the invention can be designed for expression of 
NOVX proteins in prokaryotic or eukaryotic cells. For example, NOVX proteins can be 

30 expressed in bacterial cells such as Escherichia coli, insect cells (using baculovirus expression 
vectors) yeast cells or mammalian cells. Suitable host cells are discussed further in Goeddel, 
Gene Expression Technology: Methods in Enzymology 185, Academic Press, San 
Diego, Calif. (1990). Alternatively, the recombinant expression vector can be transcribed and 
translated in vitro, for example using T7 promoter regulatory sequences and T7 polymerase. 
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Expression of proteins in prokaryotes is most often carried out in Escherichia coli with 
vectors containing constitutive or inducible promoters directing the expression of either fusion 
or non-fusion proteins. Fusion vectors add a number of amino acids to a protein encoded 
therein, usually to the amino terminus of the recombinant protein. Such fusion vectors 
typically serve three purposes: (i) to increase expression of recombinant protein; (ii) to 
increase the solubility of the recombinant protein; and (Hi) to aid in the purification of the 
recombinant protein by acting as a ligand in affinity purification. Often, in fusion expression 
vectors, a proteolytic cleavage site is introduced at the junction of the fusion moiety and the 
recombinant protein to enable separation of the recombinant protein from the fusion moiety 
subsequent to purification of the fusion protein. Such enzymes, and their cognate recognition 
sequences, include Factor Xa, thrombin and enterokinase. Typical fusion expression vectors 
include pGEX (Pharmacia Biotech Inc; Smith and Johnson, 1988. Gene 67: 31-40), pMAL 
(New England Biolabs, Beverly, Mass.) and pRIT5 (Pharmacia, Piscataway, N.J.) that fuse 
glutathione S-transferase (GST), maltose E binding protein, or protein A, respectively, to the 
target recombinant protein. 

Examples of suitable inducible non-fusion E. coli expression vectors include pTrc 
(Amrann et al., (1988) Gene 69:301-315) and pET 1 Id (Studier et al. 9 Gene EXPRESSION 
Technology: Methods in Enzymology 185, Academic Press, San Diego, Calif. (1990) 
60-89). 

One strategy to maximize recombinant protein expression in E. coli is to express the 
protein in a host bacteria with an impaired capacity to proteolytically cleave the recombinant 
protein. See, e.g., Gottesman, Gene Expression Technology: Methods in Enzymology 
185, Academic Press, San Diego, Calif. (1990) 1 19-128. Another strategy is to alter the 
nucleic acid sequence of the nucleic acid to be inserted into an expression vector so that the 
individual codons for each amino acid are those preferentially utilized in E. coli (see, e.g., 
Wada, et al 9 1992. Nucl Acids Res. 20: 21 1 1-21 18). Such alteration of nucleic acid 
sequences of the invention can be carried out by standard DNA synthesis techniques. 

ha another embodiment, the NOVX expression vector is a yeast expression vector. 
Examples of vectors for expression in yeast Saccharomyces cerivisae include pYepSecl 
(Baldari, et aL, 1987. EMBOJ. 6: 229-234), pMFa (Kurjan and Herskowitz, 1982. Cell 30: 
933-943), pJRY88 (Schultz et aL 9 1987. Gene 54: 113-123), pYES2 (Invitrogen Corporation, 
San Diego, Calif), and picZ (MVitrogen Corp, San Diego, Calif.). 

Alternatively, NOVX can be expressed in insect cells using baculovirus expression 
vectors. Baculovirus vectors available for expression of proteins in cultured insect cells (e.g 9 
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SF9 cells) include the pAc series (Smith, et al, 1983. Mol Cell Biol 3: 2156-2165) and the 
pVL series (Lucklow and Summers, 1989. Virology 170: 31-39). 

In yet another embodiment, a nucleic acid of the invention is expressed in mammalian 
cells using a mammalian expression vector. Examples of mammalian expression vectors 
5 include pCDM8 (Seed, 1987. Nature 329: 840) and pMT2PC (Kaufinan, et al, 1987. EMBO 
J. 6: 187-195). When used in mammalian cells, the expression vector's control functions are 
often provided by viral regulatory elements. For example, commonly used promoters are 
derived from polyoma, adenovirus 2, cytomegalovirus, and simian virus 40. For other suitable 
expression systems for both prokaryotic and eukaryotic cells see, e.g., Chapters 16 and 17 of 

10 Sambrook, et al, Molecular Cloning: A Laboratory Manual. 2nd ed., Cold Spring 
Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1989. 

In another embodiment, the recombinant mammalian expression vector is capable of 
directing expression of the nucleic acid preferentially in a particular cell type (e.g., 
tissue-specific regulatory elements are used to express the nucleic acid). Tissue-specific 

15 regulatory elements are known in the art. Non-limiting examples of suitable tissue-specific 
promoters include the albumin promoter (liver-specific; Pinkert, et al., 1987. Genes Dev. 1: 
268-277), lymphoid-specific promoters (Calame and Eaton, 1988. Adv. Immunol 43: 
235-275), in particular promoters of T cell receptors (Winoto and Baltimore, 1989. EMBO J. 
8: 729-733) and immunoglobulins (Banerji, et al, 1983. Cell 33: 729-740; Queen and 

20 Baltimore, 1983. Cell 33: 741-748), neuron-specific promoters (e.g., the neurofilament 
promoter; Byrne and Ruddle, 1989. Proc. Natl Acad. Sci. USA 86: 5473-5477), 
pancreas-specific promoters (Edlund, et al., 1985. Science 230: 912-916), and mammary 
gland-specific promoters (e.g., milk whey promoter; U.S. Pat. No. 4,873,316 and European 
Application Publication No. 264,166). Developmentally-regulated promoters are also 

25 encompassed, e.g., the murine hox promoters (Kessel and Grass, 1990. Science 249: 374-379) 
and the □ -fetoprotein promoter (Campes andTilghman, 1989. Genes Dew. 3: 537-546). 

The invention further provides a recombinant expression vector comprising a DNA 
molecule of the invention cloned into the expression vector in an antisense orientation. That 
is, the DNA molecule is operatively-linked to a regulatory sequence in a manner that allows 

30 for expression (by transcription of the DNA molecule) of an RNA molecule that is antisense to 
NOVX mRNA. Regulatory sequences operatively linked to a nucleic acid cloned in the 
antisense orientation can be chosen that direct the continuous expression of the antisense RNA 
molecule in a variety of cell types, for instance viral promoters and/or enhancers, or regulatory 
sequences can be chosen that direct constitutive, tissue specific or cell type specific expression 
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of antisense RNA. The antisense expression vector can be in the form of a recombinant 
plasmid, phagemid or attenuated virus in which antisense nucleic acids are produced under the 
control of a high efficiency regulatory region, the activity of which can be determined by the 
cell type into which the vector is introduced. For a discussion of the regulation of gene 
expression using antisense genes see, e.g., Weintraub, et al, "Antisense RNA as a molecular 
tool for genetic analysis/ 5 Reviews-Trends in Genetics, Vol. 1(1) 1986. 

Another aspect of the invention pertains to host cells into which a recombinant 
expression vector of the invention has been introduced. The terms "host cell" and 
"recombinant host cell" are used interchangeably herein. It is understood that such terms refer 
not only to the particular subject cell but also to the progeny or potential progeny of such a 
cell. Because certain modifications may occur in succeeding generations due to either 
mutation or environmental influences, such progeny may not, in fact, be identical to the parent 
cell, but are still included within the scope of the term as used herein. 

A host cell can be any prokaryotic or eukaryotic cell. For example, NOVX protein can 
be expressed in bacterial cells such as E. coli, insect cells, yeast or mammalian cells (such as 
Chinese hamster ovary cells (CHO) or COS cells). Other suitable host cells are known to 
those skilled in the art. 

Vector DNA can be introduced into prokaryotic or eukaryotic cells via conventional 
transformation or transfection techniques. As used herein, the terms "transformation" and 
"transfection" are intended to refer to a variety of art-recognized techniques for introducing 
foreign nucleic acid (e.g., DNA) into a host cell, including calcium phosphate or calcium 
chloride co-precipitation, DEAE-dextran-mediated transfection, lipofection, or 
electroporation. Suitable methods for transforming or transfecting host cells can be found in 
Sambrook, et al (Molecular Cloning: A Laboratory Manual. 2nd ed., Cold Spring 
Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1989), 
and other laboratory manuals. 

For stable transfection of mammalian cells, it is known that, depending upon the 
expression vector and transfection technique used, only a small fraction of cells may integrate 
the foreign DNA into their genome. In order to identify and select these integrants, a gene that 
encodes a selectable marker (e.g., resistance to antibiotics) is generally introduced into the 
host cells along with the gene of interest. Various selectable markers include those that confer 
resistance to drugs, such as G418, hygromycin and methotrexate. Nucleic acid encoding a 
selectable marker can be introduced into a host cell on the same vector as that encoding 
NOVX or can be introduced on a separate vector. Cells stably transfected with the introduced 
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nucleic acid can be identified by drug selection (e.g., cells that have incorporated the 
selectable marker gene will survive, while the other cells die). 

A host cell of the invention, such as a prokaryotic or eukaryotic host cell in culture, can 
be used to produce (i.e., express) NOVX protein. Accordingly, the invention further provides 
methods for producing NOVX protein using the host cells of the invention. In one 
embodiment, the method comprises culturing the host cell of invention (into which a 
recombinant expression vector encoding NOVX protein has been introduced) in a suitable 
medium such that NOVX protein is produced. In another embodiment, the method further 
comprises isolating NOVX protein from the medium or the host cell. 

Transgenic NOVX Animals 

The host cells of the invention can also be used to produce non-human transgenic 
animals. For example, in one embodiment, a host cell of the invention is a fertilized oocyte or 
an embryonic stem cell into which NOVX protein-coding sequences have been introduced. 
Such host cells can then be used to create non-human transgenic animals in which exogenous 
NOVX sequences have been introduced into their genome or homologous recombinant 
animals in which endogenous NOVX sequences have been altered. Such animals are useful 
for studying the function and/or activity of NOVX protein and for identifying and/or 
evaluating modulators of NOVX protein activity. As used herein, a "transgenic animal" is a 
non-human animal, preferably a mammal, more preferably a rodent such as a rat or mouse, in 
which one or more of the cells of the animal includes a transgene. Other examples of 
transgenic animals include non-human primates, sheep, dogs, cows, goats, chickens, 
amphibians, etc. A transgene is exogenous DNA that is integrated into the genome of a cell 
from which a transgenic animal develops and that remains in the genome of the mature 
animal, thereby directing the expression of an encoded gene product in one or more cell types 
or tissues of the transgenic animal. As used herein, a "homologous recombinant animal" is a 
non-human animal, preferably a mammal, more preferably a mouse, in which an endogenous 
NOVX gene has been altered by homologous recombination between the endogenous gene 
and an exogenous DNA molecule introduced into a cell of the animal, e.g., an embryonic cell 
of the animal, prior to development of the animal. 

A transgenic animal of the invention can be created by introducing NOVX-encoding 
nucleic acid into the male pronuclei of a fertilized oocyte (e.g., by microinjection, retroviral 
infection) and allowing the oocyte to develop in a pseudopregnant female foster animal. The 
human NOVX cDNA sequences SEQ ID NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 
29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 can be introduced as a 
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transgene into the genome of a non-human animal. Alternatively, a non-human homologue of 
the human NOVX gene, such as a mouse NOVX gene, can be isolated based on hybridization 
to the human NOVX cDNA (described further supra) and used as a transgene. Intronic 
sequences and polyadenylation signals can also be included in the transgene to increase the 
efficiency of expression of the transgene. A tissue-specific regulatory sequence(s) can be 
operably-linked to the NOVX transgene to direct expression of NOVX protein to particular 
cells. Methods for generating transgenic animals via embryo manipulation and microinjection, 
particularly animals such as mice, have become conventional in the art and are described, for 
example, in U.S. Patent Nos. 4,736,866; 4,870,009; and 4,873,191; and Hogan, 1986. In: 
Manipulating the Mouse Embryo, Cold Spring Harbor Laboratory Press, Cold Spring 
Harbor, NY. Similar methods are used for production of other transgenic animals. A 
transgenic founder animal can be identified based upon the presence of the NOVX transgene 
in its genome and/or expression of NOVX mRNA in tissues or cells of the animals. A 
transgenic founder animal can then be used to breed additional animals carrying the transgene. 
Moreover, transgenic animals carrying a transgene-encoding NOVX protein can further be 
bred to other transgenic animals carrying other transgenes. 

To create a homologous recombinant animal, a vector is prepared which contains at 
least a portion of an NOVX gene into which a deletion, addition or substitution has been 
introduced to thereby alter, e.g., functionally disrupt, the NOVX gene. The NOVX gene can 
be a human gene (e.g., the cDNA of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63), but more 
preferably, is a non-human homologue of a human NOVX gene. For example, a mouse 
homologue of human NOVX gene of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63 can be used to 
construct a homologous recombination vector suitable for altering an endogenous NOVX gene 
in the mouse genome. In one embodiment, the vector is designed such that, upon homologous 
recombination, the endogenous NOVX gene is functionally disrupted (le., no longer encodes 
a functional protein; also referred to as a "knock out" vector). 

Alternatively, the vector can be designed such that, upon homologous recombination, 
the endogenous NOVX gene is mutated or otherwise altered but still encodes functional 
protein (e.g, the upstream regulatory region can be altered to thereby alter the expression of 
the endogenous NOVX protein). In the homologous recombination vector, the altered portion 
of the NOVX gene is flanked at its 5'- and 3'-termini by additional nucleic acid of the NOVX 
gene to allow for homologous recombination to occur between the exogenous NOVX gene 
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carried by the vector and an endogenous NOVX gene in an embryonic stem cell. The 
additional flanking NOVX nucleic acid is of sufficient length for successful homologous 
recombination with the endogenous gene. Typically, several kilobases of flanking DNA (both 
at the 5'- and 3 '-termini) are included in the vector. See, e.g., Thomas, et ah, 1987. Cell 51: 
5 503 for a description of homologous recombination vectors. The vector is ten introduced into 
an embryonic stem cell line {e.g., by electroporation) and cells in which the introduced NOVX 
gene has homologously-recombined with the endogenous NOVX gene are selected. See, e.g., 
Li, etah, 1992. Cell 69: 915. 

The selected cells are then injected into a blastocyst of an animal {e.g., a mouse) to 

10 form aggregation chimeras. See, e.g., Bradley, 1987. In: Teratocarcinomas and 

Embryonic Stem Cells: A Practical Approach, Robertson, ed. IRL, Oxford, pp. 113-152. 
A chimeric embryo can then be implanted into a suitable pseudopregnant female foster animal 
and the embryo brought to term. Progeny harboring the homologously-recombined DNA in 
their germ cells can be used to breed animals in which all cells of the animal contain the 

1 5 homologously-recombined DNA by germline transmission of the transgene. Methods for 
constructing homologous recombination vectors and homologous recombinant animals are 
described further in Bradley, 1991. Curr. Opin. Biotechnol 2: 823-829; PCT International 
Publication Nos.: WO 90/11354; WO 91/01140; WO 92/0968; and WO 93/04169. 

In another embodiment, transgenic non-humans animals can be produced that contain 

20 selected systems that allow for regulated expression of the transgene. One example of such a 
system is the cre/loxP recombinase system of bacteriophage PI. For a description of the 
cre/loxP recombinase system, See, e.g., Lakso, et ah, 1992. Proc. Natl Acad. Set USA 89: 
6232-6236. Another example of a recombinase system is the FLP recombinase system of 
Saccharomyces cerevisiae. See, O'Gorman, et ah, 1991. Science 251:1351-1355. If a cre/loxP 

25 recombinase system is used to regulate expression of the transgene, animals containing 
transgenes encoding both the Cre recombinase and a selected protein are required. Such 
animals can be provided through the construction of "double" transgenic animals, e.g., by 
mating two transgenic animals, one containing a transgene encoding a selected protein and the 
other containing a transgene encoding a recombinase. 

30 Clones of the non-human transgenic animals described herein can also be produced 

according to the methods described in Wilmut, et ah, 1997. Nature 385: 810-813. In brief, a 
cell {e.g., a somatic cell) from the transgenic animal can be isolated and induced to exit the 
growth cycle and enter Go phase. The quiescent cell can then be fused, e.g., through the use of 
electrical pulses, to an enucleated oocyte from an animal of the same species from which the 
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quiescent cell is isolated. The reconstructed oocyte is then cultured such that it develops to 
morula or blastocyte and then transferred to pseudopregnant female foster animal. The 
offspring borne of this female foster animal will be a clone of the animal from which the cell 
(e.g., the somatic cell) is isolated. 

Pharmaceutical Compositions 

The NOVX nucleic acid molecules, NOVX proteins, and anti-NOVX antibodies (also 
referred to herein as "active compounds") of the invention, and derivatives, fragments, analogs 
and homologs thereof, can be incorporated into pharmaceutical compositions suitable for 
administration. Such compositions typically comprise the nucleic acid molecule, protein, or 
antibody and a pharmaceutically acceptable carrier. As used herein, "pharmaceutically 
acceptable carrier" is intended to include any and all solvents, dispersion media, coatings, 
antibacterial and antifungal agents, isotonic and absorption delaying agents, and the like, 
compatible with pharmaceutical administration. Suitable carriers are described in the most 
recent edition of Remington's Pharmaceutical Sciences, a standard reference text in the field, 
which is incorporated herein by reference. Preferred examples of such carriers or diluents 
include, but are not limited to, water, saline, finger's solutions, dextrose solution, and 5% 
human serum albumin. Liposomes and non-aqueous vehicles such as fixed oils may also be 
used. The use of such media and agents for pharmaceutically active substances is well known 
in the art. Except insofar as any conventional media or agent is incompatible with the active 
compound, use thereof in the compositions is contemplated. Supplementary active 
compounds can also be incorporated into the compositions. 

A pharmaceutical composition of the invention is formulated to be compatible with its 
intended route of administration. Examples of routes of administration include parenteral, 
e.g., intravenous, intradermal, subcutaneous, oral (e.g, inhalation), transdermal (i.e., topical), 
transmucosal, and rectal administration. Solutions or suspensions used for parenteral, 
intradermal, or subcutaneous application can include the following components: a sterile 
diluent such as water for injection, saline solution, fixed oils, polyethylene glycols, glycerine, 
propylene glycol or other synthetic solvents; antibacterial agents such as benzyl alcohol or 
methyl parabens; antioxidants such as ascorbic acid or sodium bisulfite; chelating agents such 
as emylenedianiinetetraacetic acid (EDTA); buffers such as acetates, citrates or phosphates, 
and agents for the adjustment of tonicity such as sodium chloride or dextrose. The pH can be 
adjusted with acids or bases, such as hydrochloric acid or sodium hydroxide. The parenteral 
preparation can be enclosed in ampoules, disposable syringes or multiple dose vials made of 
glass or plastic. 
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Pharmaceutical compositions suitable for injectable use include sterile aqueous 
solutions (where water soluble) or dispersions and sterile powders for the extemporaneous 
preparation of sterile injectable solutions or dispersion. For intravenous administration, 
suitable carriers include physiological saline, bacteriostatic water, Cremophor EL (BASF, 
Parsippany, N J.) or phosphate buffered saline (PBS). In all cases, the composition must be 
sterile and should be fluid to the extent that easy syringeability exists. It must be stable under 
the conditions of manufacture and storage and must be preserved against the contaminating 
action of microorganisms such as bacteria and fungi. The carrier can be a solvent or 
dispersion medium containing, for example, water, ethanol, polyol (for example, glycerol, 
propylene glycol, and liquid polyethylene glycol, and the like), and suitable mixtures thereof. 
The proper fluidity can be maintained, for example, by the use of a coating such as lecithin, by 
the maintenance of the required particle size in the case of dispersion and by the use of 
surfactants. Prevention of the action of microorganisms can be achieved by various 
antibacterial and antifungal agents, for example, parabens, chlorobutanol, phenol, ascorbic 
acid, thimerosal, and the like. In many cases, it will be preferable to include isotonic agents, 
for example, sugars, polyalcohols such as manitol, sorbitol, sodium chloride in the 
composition. Prolonged absorption of the injectable compositions can be brought about by 
including in the composition an agent which delays absorption, for example, aluminum 
monostearate and gelatin. 

Sterile injectable solutions can be prepared by incorporating the active compound (e.g., 
an NOVX protein or anti-NOVX antibody) in the required amount in an appropriate solvent 
with one or a combination of ingredients enumerated above, as required, followed by filtered 
sterilization. Generally, dispersions are prepared by incorporating the active compound into a 
sterile vehicle that contains a basic dispersion medium and the required other ingredients from 
those enumerated above. In the case of sterile powders for the preparation of sterile injectable 
solutions, methods of preparation are vacuum drying and freeze-drying that yields a powder of 
the active ingredient plus any additional desired ingredient from a previously sterile-filtered 
solution thereof. 

Oral compositions generally include an inert diluent or an edible carrier. They can be 
enclosed in gelatin capsules or compressed into tablets. For the purpose of oral therapeutic 
administration, the active compound can be incorporated with excipients and used in the form 
of tablets, troches, or capsules. Oral compositions can also be prepared using a fluid carrier 
for use as a mouthwash, wherein the compound in the fluid carrier is applied orally and 
swished and expectorated or swallowed. Pharmaceutically compatible binding agents, and/or 
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adjuvant materials can be included as part of the composition. The tablets, pills, capsules, 
troches and the like can contain any of the following ingredients, or compounds of a similar 
nature: a binder such as microcrystalline cellulose, gum tragacanth or gelatin; an excipient 
such as starch or lactose, a disintegrating agent such as alginic acid, Primogel, or corn starch; a 
lubricant such as magnesium stearate or Sterotes; a glidant such as colloidal silicon dioxide; a 
sweetening agent such as sucrose or saccharin; or a flavoring agent such as peppermint, 
methyl salicylate, or orange flavoring. 

For administration by inhalation, the compounds are delivered in the form of an 
aerosol spray from pressured container or dispenser which contains a suitable propellant, e.g., 
a gas such as carbon dioxide, or a nebulizer. 

Systemic administration can also be by transmucosal or transdermal means. For 
transmucosal or transdermal administration, penetrants appropriate to the barrier to be 
permeated are used in the formulation. Such penetrants are generally known in the art, and 
include, for example, for transmucosal administration, detergents, bile salts, and fusidic acid 
derivatives. Transmucosal administration can be accomplished through the use of nasal sprays 
or suppositories. For transdermal administration, the active compounds are formulated into 
ointments, salves, gels, or creams as generally known in the art. 

The compounds can also be prepared in the form of suppositories (e.g., with 
conventional suppository bases such as cocoa butter and other glycerides) or retention enemas 
for rectal delivery. 

In one embodiment, the active compounds are prepared with carriers that will protect 
the compound against rapid elimination from the body, such as a controlled release 
formulation, including implants and microencapsulated delivery systems. Biodegradable, 
biocompatible polymers can be used, such as ethylene vinyl acetate, polyanhydrides, 
polyglycolic acid, collagen, polyorthoesters, and polylactic acid. Methods for preparation of 
such formulations will be apparent to those skilled in the art. The materials can also be 
obtained commercially from Alza Corporation and Nova Pharmaceuticals, Inc. Liposomal 
suspensions (including liposomes targeted to infected cells with monoclonal antibodies to viral 
antigens) can also be used as pharmaceutically acceptable carriers. These can be prepared 
according to methods known to those skilled in the art, for example, as described in U.S. 
Patent No. 4,522,811. 

It is especially advantageous to formulate oral or parenteral compositions in dosage 
unit form for ease of administration and uniformity of dosage. Dosage unit form as used 
herein refers to physically discrete units suited as unitary dosages for the subject to be treated; 
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each unit containing a predetermined quantity of active compound calculated to produce the 
desired therapeutic effect in association with the required pharmaceutical carrier. The 
specification for the dosage unit forms of the invention are dictated by and directly dependent 
on the unique characteristics of the active compound and the particular therapeutic effect to be 
5 achieved, and the limitations inherent in the art of compounding such an active compound for 
the treatment of individuals. 

The nucleic acid molecules of the invention can be inserted into vectors and used as 
gene therapy vectors. Gene therapy vectors can be delivered to a subject by, for example, 
intravenous injection, local administration (see, e.g., U.S. Patent No. 5,328,470) or by 

10 stereotactic injection (see, e.g., Chen, et ah, 1994. Proa Natl. Acad. Set USA 91: 3054-3057). 
The pharmaceutical preparation of the gene therapy vector can include the gene therapy vector 
in an acceptable diluent, or can comprise a slow release matrix in which the gene delivery 
vehicle is imbedded. Alternatively, where the complete gene delivery vector can be produced 
intact from recombinant cells, e.g., retroviral vectors, the pharmaceutical preparation can 

1 5 include one or more cells that produce the gene delivery system. 

The pharmaceutical compositions can be included in a container, pack, or dispenser 
together with instructions for administration. 

Screening and Detection Methods 

The isolated nucleic acid molecules of the invention can be used to express NOVX 
20 protein (e.g., via a recombinant expression vector in a host cell in gene therapy applications), 
to detect NOVX mRNA (e.g., in a biological sample) or a genetic lesion in an NOVX gene, 
and to modulate NOVX activity, as described further, below. In addition, the NOVX proteins 
can be used to screen drugs or compounds that modulate the NOVX protein activity or 
expression as well as to treat disorders characterized by insufficient or excessive production of 
25 NOVX protein or production of NOVX protein forms that have decreased or aberrant activity 
compared to NOVX wild-type protein (e.g.; diabetes (regulates insulin release); obesity (binds 
and transport lipids); metabolic disturbances associated with obesity, the metabolic syndrome 
X as well as anorexia and wasting disorders associated with chronic diseases and various 
cancers, and infectious disease(possesses anti-microbial activity) and the various 
30 dyslipidemias. In addition, the anti-NOVX antibodies of the invention can be used to detect 

and isolate NOVX proteins and modulate NOVX activity. In yet a further aspect, the invention 
can be used in methods to influence appetite, absorption of nutrients and the disposition of 
metabolic substrates in both a positive and negative fashion. 
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The invention further pertains to novel agents identified by the screening assays 
described herein and uses thereof for treatments as described, supra. 
Screening Assays 

The invention provides a method (also referred to herein as a "screening assay") for 
identifying modulators, i.e., candidate or test compounds or agents {e.g., peptides, 
peptidomimetics, small molecules or other drugs) that bind to NOVX proteins or have a 
stimulatory or inhibitory effect on, e.g., NOVX protein expression or NOVX protein activity. 
The invention also includes compounds identified in the screening assays described herein. 

In one embodiment, the invention provides assays for screening candidate or test 
compounds which bind to or modulate the activity of the membrane-bound form of an NOVX 
protein or polypeptide or biologically-active portion thereof. The test compounds of the 
invention can be obtained using any of the numerous approaches in combinatorial library 
methods known in the art, including: biological libraries; spatially addressable parallel solid 
phase or solution phase libraries; synthetic library methods requiring deconvolution; the 
"one-bead one-compound" library method; and synthetic library methods using affinity 
chromatography selection. The biological library approach is limited to peptide libraries, 
while the other four approaches are applicable to peptide, non-peptide oligomer or small 
molecule libraries of compounds. See, e.g, Lam, 1997 Anticancer Drug Design 12: 145. 

A "small molecule" as used herein, is meant to refer to a composition that has a 
molecular weight of less than about 5 kD and most preferably less than about 4 kD. Small 
molecules can be, e.g., nucleic acids, peptides, polypeptides, peptidomimetics, carbohydrates, 
lipids or other organic or inorganic molecules. Libraries of chemical and/or biological 
mixtures, such as fungal, bacterial, or algal extracts, are known in the art and can be screened 
with any of the assays of the invention. 

Examples of methods for the synthesis of molecular libraries can be found in the art, 
for example in: DeWitt, et al, 1993. Proc. Natl. Acad. Set U.S.A. 90: 6909; Erb, et al, 1994. 
Proc. Natl. Acad. Set U.S.A. 91: 11422; Zuckermann, etal, 1994. J. Med. Chem. 37: 2678; 
Cho, et al, 1993. Science 261 : 1303; Carrell, et al, 1994. Angew. Chem. Int. Ed. Engl 33: 
2059; Carell, et al, 1994. Angew. Chem. Int. Ed. Engl. 33: 2061; and Gallop, et al, 1994. J. 
Med. Chem. 37: 1233. 

Libraries of compounds may be presented in solution {e.g., Houghten, 1992. 
Biotechniques 13: 412-421), or on beads (Lam, 1991. Nature 354: 82-84), on chips (Fodor, 
1993. Nature 364: 555-556), bacteria (Ladner, U.S. Patent No. 5,223,409), spores (Ladner, 
U.S. Patent 5,233,409), plasmids (Cull, et al, 1992. Proc. Natl. Acad. Sci. USA 89: 
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1865-1869) or on phage (Scott and Smith, 1990. Science 249: 386-390; Devlin, 1990. Science 
249: 404-406; Cwirla, et aL 9 1990. Proc. Natl Acad. Set U.S.A. 87: 6378-6382; Felici, 1991. 
J. Mol Biol 222: 301-310; Ladner, U.S. Patent No. 5,233,409.). 

In one embodiment, an assay is a cell-based assay in which a cell which expresses a 
membrane-bound form of NOVX protein, or a biologically-active portion thereof, on the cell 
surface is contacted with a test compound and the ability of the test compound to bind to an 
NOVX protein determined. The cell, for example, can of mammalian origin or a yeast cell. 
Determining the ability of the test compound to bind to the NOVX protein can be 
accomplished, for example, by coupling the test compound with a radioisotope or enzymatic 
label such that binding of the test compound to the NOVX protein or biologically-active 
portion thereof can be detennined by detecting the labeled compound in a complex. For 
example, test compounds can be labeled with l25 I, 35 S, 14 C, or 3 H, either directly or indirectly, 
and the radioisotope detected by direct counting of radioemission or by scintillation counting. 
Alternatively, test compounds can be enzymatically-labeled with, for example, horseradish 
peroxidase, alkaline phosphatase, or luciferase, and the enzymatic label detected by 
determination of conversion of an appropriate substrate to product. In one embodiment, the 
assay comprises contacting a cell which expresses a membrane-bound form of NOVX protein, 
or a biologically-active portion thereof, on the cell surface with a known compound which 
binds NOVX to form an assay mixture, contacting the assay mixture with a test compound, 
and determining the ability of the test compound to interact with an NOVX protein, wherein 
determining the ability of the test compound to interact with an NOVX protein comprises 
determining the ability of the test compound to preferentially bind to NOVX protein or a 
biologically-active portion thereof as compared to the known compound. 

In another embodiment, an assay is a cell-based assay comprising contacting a cell 
expressing a membrane-bound form of NOVX protein, or a biologically-active portion thereof, 
on the cell surface with a test compound and determining the ability of the test compound to 
modulate (e.g., stimulate or inhibit) the activity of the NOVX protein or biologically-active 
portion thereof. Determining the ability of the test compound to modulate the activity of 
NOVX or a biologically-active portion thereof can be accomplished, for example, by 
determining the ability of the NOVX protein to bind to or interact with an NOVX target 
molecule. As used herein, a "target molecule" is a molecule with which an NOVX protein 
binds or interacts in nature, for example, a molecule on the surface of a cell which expresses 
an NOVX interacting protein, a molecule on the surface of a second cell, a molecule in the 
extracellular milieu, a molecule associated with the internal surface of a cell membrane or a 
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cytoplasmic molecule. An NOVX target molecule can be a non-NOVX molecule or an 
NOVX protein or polypeptide of the invention. In one embodiment, an NOVX target 
molecule is a component of a signal transduction pathway that facilitates transduction of an 
extracellular signal (e.g. a signal generated by binding of a compound to a membrane-bound 
NOVX molecule) through the cell membrane and into the cell. The target, for example, can be 
a second intercellular protein that has catalytic activity or a protein that facilitates the 
association of downstream signaling molecules with NOVX. 

Detennining the ability of the NOVX protein to bind to or interact with an NOVX 
target molecule can be accomplished by one of the methods described above for determining 
direct binding. In one embodiment, determining the ability of the NOVX protein to bind to or 
interact with an NOVX target molecule can be accomplished by detennining the activity of fee 
target molecule. For example, the activity of the target molecule can be determined by 
detecting induction of a cellular second messenger of the target (i.e. intracellular Ca 2+ , 
diacylglycerol, IP3, etc.), detecting catalytic/enzymatic activity of the target an appropriate 
substrate, detecting the induction of a reporter gene (comprising an NOVX-responsive 
regulatory element operatively linked to a nucleic acid encoding a detectable marker, e.g., 
luciferase), or detecting a cellular response, for example, cell survival, cellular differentiation, 
or cell proliferation. 

In yet another embodiment, an assay of the invention is a cell-free assay comprising 
contacting an NOVX protein or biologically-active portion thereof with a test compound and 
determining the ability of the test compound to bind to the NOVX protein or biologically- 
active portion thereof. Binding of the test compound to the NOVX protein can be determined 
either directly or indirectly as described above. In one such embodiment, the assay comprises 
contacting the NOVX protein or biologically-active portion thereof with a known compound 
which binds NOVX to form an assay mixture, contacting the assay mixture with a test 
compound, and determining the ability of the test compound to interact with an NOVX 
protein, wherein determining the ability of the test compound to interact with an NOVX 
protein comprises determining the ability of the test compound to preferentially bind to NOVX 
or biologically-active portion thereof as compared to the known compound. 

hi still another embodiment, an assay is a cell-free assay comprising contacting NOVX 
protein or biologically-active portion thereof with a test compound and determining the ability 
of the test compound to modulate (e.g. stimulate or inhibit) the activity of the NOVX protein 
or biologically-active portion thereof. Deteamining the ability of the test compound to 
modulate the activity of NOVX can be accomplished, for example, by determining the ability 
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of the NOVX protein to bind to an NOVX target molecule by one of the methods described 
above for determining direct binding. In an alternative embodiment, determining the ability of 
the test compound to modulate the activity of NOVX protein can be accomplished by 
determining the ability of the NOVX protein further modulate an NOVX target molecule. For 
5 example, the catalytic/enzymatic activity of the target molecule on an appropriate substrate 
can be determined as described, supra. 

In yet another embodiment, the cell-free assay comprises contacting the NOVX protein 
or biologically-active portion thereof with a known compound which binds NOVX protein to 
form an assay mixture, contacting the assay mixture with a test compound, and determining 
10 the ability of the test compound to interact with an NOVX protein, wherein determining the 
ability of the test compound to interact with an NOVX protein comprises determining the 
ability of the NOVX protein to preferentially bind to or modulate the activity of an NOVX 
target molecule. 

The cell-free assays of the invention are amenable to use of both the soluble form or 

15 the membrane-bound form of NOVX protein. In the case of cell-free assays comprising the 
membrane-bound form of NOVX protein, it may be desirable to utilize a solubilizing agent 
such that the membrane-bound form of NOVX protein is maintained in solution. Examples of 
such solubilizing agents include non-ionic detergents such as n-octylglucoside, 
n-dodecylglucoside, n-dodecylmaltoside, octanoyl-N-methylglucamide, 

20 decanoyl-N-methylglucamide, Triton® X-100, Triton® X-l 14, Thesit®, 

Isotridecypoly(ethylene glycol ether),,, N-dodecyl— N,N-dimethyl-3-ammonio-l-propane 
sulfonate, 3-(3-cholamidopropyl) dimethylamminiol-1 -propane sulfonate (CHAPS), or 
3-(3-cholamidopropyl)dimethylamminiol-2-hydroxy-l -propane sulfonate (CHAPSO). 

In more than one embodiment of the above assay methods of the invention, it may be 

25 desirable to immobilize either NOVX protein or its target molecule to facilitate separation of 
complexed from uncomplexed forms of one or both of the proteins, as well as to accommodate 
automation of the assay. Binding of a test compound to NOVX protein, or interaction of 
NOVX protein with a target molecule in the presence and absence of a candidate compound, 
can be accomplished in any vessel suitable for containing the reactants. Examples of such 

30 vessels include microtiter plates, test tubes, and micro-centrifuge tubes. In one embodiment, a 
fusion protein can be provided that adds a domain that allows one or both of the proteins to be 
bound to a matrix. For example, GST-NO VX fusion proteins or GST-target fusion proteins 
can be adsorbed onto glutathione sepharose beads (Sigma Chemical, St. Louis, MO) or 
glutathione derivatized microtiter plates, that are then combined with the test compound or the 
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test compound and either the non-adsorbed target protein or NOVX protein, and the mixture is 
incubated under conditions conducive to complex formation (e.g., at physiological conditions 
for salt and pH). Following incubation, the beads or microtiter plate wells are washed to 
remove any unbound components, the matrix immobilized in the case of beads, complex 
determined either directly or indirectly, for example, as described, supra. Alternatively, the 
complexes can be dissociated from the matrix, and the level of NOVX protein binding or 
activity determined using standard techniques. 

Other techniques for immobilizing proteins on matrices can also be used in the 
screening assays of the invention. For example, either the NOVX protein or its target 
molecule can be immobilized utilizing conjugation of biotin and streptavidin. Biotinylated 
NOVX protein or target molecules can be prepared from biotin-NHS 

(N-hydroxy-succinirnide) using techniques well-known within the art (e.g., biotinylation kit, 
Pierce Chemicals, Rockford, 111.), and immobilized in the wells of streptavidin-coated 96 well 
plates (Pierce Chemical). Alternatively, antibodies reactive with NOVX protein or target 
molecules, but which do not interfere with binding of the NOVX protein to its target molecule, 
can be derivatized to the wells of the plate, and unbound target or NOVX protein trapped in 
the wells by antibody conjugation. Methods for detecting such complexes, in addition to those 
described above for the GST-immobilized complexes, include immunodetection of complexes 
using antibodies reactive with the NOVX protein or target molecule, as well as enzyme-linked 
assays that rely on detecting an enzymatic activity associated with the NOVX protein or target 
molecule. 

In another embodiment, modulators of NOVX protein expression are identified in a 
method wherein a cell is contacted with a candidate compound and the expression of NOVX 
mRNA or protein in the cell is determined. The level of expression of NOVX mRNA or 
protein in the presence of the candidate compound is compared to the level of expression of 
NOVX mRNA or protein in the absence of the candidate compound. The candidate 
compound can then be identified as a modulator of NOVX mRNA or protein expression based 
upon this comparison. For example, when expression of NOVX mRNA or protein is greater 
(i.e., statistically significantly greater) in the presence of the candidate compound than in its 
absence, the candidate compound is identified as a stimulator of NOVX mRNA or protein 
expression. Alternatively, when expression of NOVX mRNA or protein is less (statistically 
significantly less) in the presence of the candidate compound than in its absence, the candidate 
compound is identified as an inhibitor of NOVX mRNA or protein expression. The level of 
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NOVX niRNA or protein expression in the cells can be determined by methods described 
herein for detecting NOVX mRNA or protein. 

In yet another aspect of the invention, the NOVX proteins can be used as "bait 
proteins" in a two-hybrid assay or three hybrid assay (see, e.g., U.S. Patent No. 5,283,317; 
Zervos, et ah, 1993. Cell 72: 223-232; Madura, et aL, 1993. J. Biol. Chem. 268: 12046-12054; 
Bartel, et aL, 1993. Biotechniques 14: 920-924; Iwabuchi, et aL, 1993. Oncogene 8: 
1693-1696; and Brent WO 94/10300), to identify other proteins that bind to or interact with 
NOVX ("NOVX-binding proteins" or "NOVX-bp") and modulate NOVX activity. Such 
NOVX-binding proteins are also likely to be involved in the propagation of signals by the 
NOVX proteins as, for example, upstream or downstream elements of the NOVX pathway. 

The two-hybrid system is based on the modular nature of most transcription factors, 
which consist of separable DNA-binding and activation domains. Briefly, the assay utilizes 
two different DNA constructs. In one construct, the gene that codes for NOVX is fused to a 
gene encoding the DNA binding domain of a known transcription factor (e.g., GAL-4). In the 
other construct, a DNA sequence, from a library of DNA sequences, that encodes an 
unidentified protein ("prey" or "sample") is fused to a gene that codes for the activation 
domain of the known transcription factor. If the "bait" and the "prey" proteins are able to 
interact, in vivo, forming an NOVX-dependent complex, the DNA-binding and activation 
domains of the transcription factor are brought into close proximity. This proximity allows 
transcription of a reporter gene (e.g., LacZ) that is operably linked to a transcriptional 
regulatory site responsive to the transcription factor. Expression of the reporter gene can be 
detected and cell colonies containing the functional transcription factor can be isolated and 
used to obtain the cloned gene that encodes the protein which interacts with NOVX. 

The invention further pertains to novel agents identified by the aforementioned 
screening assays and uses thereof for treatments as described herein. 

Detection Assays 

Portions or fragments of the cDNA sequences identified herein (and the corresponding 
complete gene sequences) can be used in numerous ways as polynucleotide reagents. By way 
of example, and not of limitation, these sequences can be used to: (i) map their respective 
genes on a chromosome; and, thus, locate gene regions associated with genetic disease; (ii) 
identify an individual from a minute biological sample (tissue typing); and (Hi) aid in forensic 
identification of a biological sample. Some of these applications are described in the 
subsections, below. 
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Chromosome Mapping 

Once the sequence (or a portion of the sequence) of a gene has been isolated, this 
sequence can be used to map the location of the gene on a chromosome. This process is called 
chromosome mapping. Accordingly, portions or fragments of the NOVX sequences, SEQ ID 
NOS:l, 3, 5, 7, 9, 1 1, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 
51, 53, 55, 57, 59, 61 and 63, or fragments or derivatives thereof, can be used to map the 
location of the NOVX genes, respectively, on a chromosome. The mapping of the NOVX 
sequences to chromosomes is an important first step in correlating these sequences with genes 
associated with disease. 

Briefly, NOVX genes can be mapped to chromosomes by preparing PCR primers 
(preferably 15-25 bp in length) from the NOVX sequences. Computer analysis of the NOVX, 
sequences can be used to rapidly select primers that do not span more than one exon in the 
genomic DNA, thus complicating the amplification process. These primers can then be used 
for PCR screening of somatic cell hybrids containing individual human chromosomes. Only 
those hybrids containing the human gene corresponding to the NOVX sequences will yield an 
amplified fragment. 

Somatic cell hybrids are prepared by fusing somatic cells from different mammals 
(e.g., human and mouse cells). As hybrids of human and mouse cells grow and divide, they 
gradually lose human chromosomes in random order, but retain the mouse chromosomes. By 
using media in which mouse cells cannot grow, because they lack a particular enzyme, but in 
which human cells can, the one human chromosome that contains the gene encoding the 
needed enzyme will be retained. By using various media, panels of hybrid cell lines can be 
established. Each cell line in a panel contains either a single human chromosome or a small 
number of human chromosomes, and a full set of mouse chromosomes, allowing easy 
mapping of individual genes to specific human chromosomes. See, e.g., D'Eustachio, et aL, 
1983. Science 220: 919-924. Somatic cell hybrids containing only fragments of human 
chromosomes can also be produced by using human chromosomes with translocations and 
deletions. 

PCR mapping of somatic cell hybrids is a rapid procedure for assigning a particular 
sequence to a particular chromosome. Three or more sequences can be assigned per day using 
a single thermal cycler. Using the NOVX sequences to design oligonucleotide primers, sub- 
localization can be achieved with panels of fragments from specific chromosomes. 

Fluorescence in situ hybridization (FISH) of a DNA sequence to a metaphase 
chromosomal spread can further be used to provide a precise chromosomal location in one 
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step. Chromosome spreads can be made using cells whose division has been blocked in 
metaphase by a chemical like colcemid that disrupts the mitotic spindle. The chromosomes 
can be treated briefly with trypsin, and then stained with Giemsa. A pattern of light and dark 
bands develops on each chromosome, so that the chromosomes can be identified individually. 
5 The FISH technique can be used with a DNA sequence as short as 500 or 600 bases. 

However, clones larger than 1,000 bases have a higher likelihood of binding to a unique 
chromosomal location with sufficient signal intensity for simple detection. Preferably 1,000 
bases, and more preferably 2,000 bases, will suffice to get good results at a reasonable amount 
of time. For a review of this technique, see, Verma, et al. 9 HUMAN CHROMOSOMES : A 

1 0 Manual of Basic Techniques (Pergamon Press, New York 1 988). 

Reagents for chromosome mapping can be used individually to mark a single 
chromosome or a single site on that chromosome, or panels of reagents can be used for 
marking multiple sites and/or multiple chromosomes. Reagents corresponding to noncoding 
regions of the genes actually are preferred for mapping purposes. Coding sequences are more 

15 likely to be conserved within gene families, thus increasing the chance of cross hybridizations 
during chromosomal mapping. 

Once a sequence has been mapped to a precise chromosomal location, the physical 
position of the sequence on the chromosome can be correlated with genetic map data. Such 
data are found, e.g., in McKusick, Mendelian Inheritance in Man, available on-line 

20 through Johns Hopkins University Welch Medical Library). The relationship between genes 
and disease, mapped to the same chromosomal region, can then be identified through linkage 
analysis (co-inheritance of physically adjacent genes), described in, e.g., Egeland, et al. 9 1987. 
Nature, 325: 783-787. 

Moreover, differences in the DNA sequences between individuals affected and 

25 unaffected with a disease associated with the NOVX gene, can be determined. If a mutation is 
observed in some or all of the affected individuals but not in any unaffected individuals, then 
the mutation is likely to be the causative agent of the particular disease. Comparison of 
affected and unaffected individuals generally involves first looking for structural alterations in 
the chromosomes, such as deletions or translocations that are visible from chromosome 

30 spreads or detectable using PCR based on that DNA sequence. Ultimately, complete 

sequencing of genes from several individuals can be performed to confirm the presence of a 
mutation and to distinguish mutations from polymorphisms. 

Tissue Typing 
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The NOVX sequences of the invention can also be used to identify individuals from 
minute biological samples. In this technique, an individual's genomic DNA is digested with 
one or more restriction enzymes, and probed on a Southern blot to yield unique bands for 
identification. The sequences of the invention are useftd as additional DNA markers for RFLP 
("restriction fragment length polymorphisms/' described in U.S. Patent No. 5,272,057). 

Furthermore, the sequences of the invention can be used to provide an alternative 
technique that determines the actual base-by-base DNA sequence of selected portions of an 
individual's genome. Thus, the NOVX sequences described herein can be used to prepare two 
PCR primers from the 5'- and S'-termini of the sequences. These primers can then be used to 
amplify an individual's DNA and subsequently sequence it. 

Panels of corresponding DNA sequences from individuals, prepared in this manner, 
can provide unique individual identifications, as each individual will have a unique set of such 
DNA sequences due to allelic differences. The sequences of the invention can be used to 
obtain such identification sequences from individuals and from tissue. The NOVX sequences 
of the invention uniquely represent portions of the human genome. Allelic variation occurs to 
some degree in the coding regions of these sequences, and to a greater degree in the noncoding 
regions. It is estimated that allelic variation between individual humans occurs with a 
frequency of about once per each 500 bases. Much of the allelic variation is due to single 
nucleotide polymorphisms (SNPs), which include restriction fragment length polymorphisms 
(RFLPs). 

Each of the sequences described herein can, to some degree, be used as a standard 
against which DNA from an individual can be compared for identification purposes. Because 
greater numbers of polymorphisms occur in the noncoding regions, fewer sequences are 
necessary to differentiate individuals. The noncoding sequences can comfortably provide 
positive individual identification with a panel of perhaps 10 to 1,000 primers that each yield a 
noncoding amplified sequence of 100 bases. If predicted coding sequences, such as those in 
SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61 and 63 are used, a more appropriate number of primers for 
positive individual identification would be 500-2,000. 

Predictive Medicine 

The invention also pertains to the field of predictive medicine in which diagnostic 
assays, prognostic assays, pharmacogenomics, and monitoring clinical trials are used for 
prognostic (predictive) purposes to thereby treat an individual prophylactically. Accordingly, 
one aspect of the invention relates to diagnostic assays for determining NOVX protein and/or 
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nucleic acid expression as well as NOVX activity, in the context of a biological sample (e.g., 

blood, serum, cells, tissue) to thereby determine whether an individual is afflicted with a 

disease or disorder, or is at risk of developing a disorder, associated with aberrant NOVX 

expression or activity. The disorders include metabolic disorders, diabetes, obesity, infectious 

disease, anorexia, cancer-associated cachexia, cancer, neurodegenerative disorders, 

Alzheimer's Disease, Parkinson's Disorder, immune disorders, and hematopoietic disorders, 

and the various dyslipidemias, metabolic disturbances associated with obesity, the metabolic 

syndrome X and wasting disorders associated with chronic diseases and various cancers. The 

invention also provides for prognostic (or predictive) assays for determining whether an 

individual is at risk of developing a disorder associated with NOVX protein, nucleic acid 

expression or activity. For example, mutations in an NOVX gene can be assayed in a 

biological sample. Such assays can be used for prognostic or predictive purpose to thereby 

prophylactically treat an individual prior to the onset of a disorder characterized by or 

associated with NOVX protein, nucleic acid expression, or biological activity. 

Another aspect of the invention provides methods for determining NOVX protein, 

nucleic acid expression or activity in an individual to thereby select appropriate therapeutic or 

prophylactic agents for that individual (referred to herein as "pharmacogenomics"). 

Pharmacogenomics allows for the selection of agents (e.g., drugs) for therapeutic or 

prophylactic treatment of an individual based on the genotype of the individual (e.g. y the 

genotype of the individual examined to determine the ability of the individual to respond to a 

particular agent.) 

Yet another aspect of the invention pertains to monitoring the influence of agents (e.g. 9 
drugs, compounds) on the expression or activity of NOVX in clinical trials. 

These and other agents are described in further detail in the following sections. 

Diagnostic Assays 

An exemplary method for detecting the presence or absence of NOVX in a biological 
sample involves obtaining a biological sample from a test subject and contacting the biological 
sample with a compound or an agent capable of detecting NOVX protein or nucleic acid (e.g. 9 
mRNA, genomic DNA) that encodes NOVX protein such that the presence of NOVX is 
detected in the biological sample. An agent for detecting NOVX mRNA or genomic DNA is a 
labeled nucleic acid probe capable of hybridizing to NOVX mRNA or genomic DNA. The 
nucleic acid probe can be, for example, a fiill-length NOVX nucleic acid, such as the nucleic 
acid of SEQ ID NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 
43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and 63, or a portion thereof, such as an oligonucleotide of 
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at least 15, 30, 50, 100, 250 or 500 nucleotides in length and sufficient to specifically 
hybridize under stringent conditions to NOVX mRNA or genomic DNA. Other suitable 
probes for use in the diagnostic assays of the invention are described herein. 

An agent for detecting NOVX protein is an antibody capable of binding to NOVX 
protein, preferably an antibody with a detectable label. Antibodies can be polyclonal, or more 
preferably, monoclonal. An intact antibody, or a fragment thereof (e.g., Fab or F(ab*)2) can be 
used. The term "labeled", with regard to the probe or antibody, is intended to encompass 
direct labeling of the probe or antibody by coupling (i.e., physically linking) a detectable 
substance to the probe or antibody, as well as indirect labeling of the probe or antibody by 
reactivity with another reagent that is directly labeled. Examples of indirect labeling include 
detection of a primary antibody using a fluorescently-labeled secondary antibody and 
end-labeling of a DNA probe with biotin such that it can be detected with fluorescently- 
labeled streptavidin. The term "biological sample" is intended to include tissues, cells and 
biological fluids isolated from a subject, as well as tissues, cells and fluids present within a 
subject. That is, the detection method of the invention can be used to detect NOVX mRNA, 
protein, or genomic DNA in a biological sample in vitro as well as in vivo. For example, in 
vitro techniques for detection of NOVX mRNA include Northern hybridizations and in situ 
hybridizations. In vitro techniques for detection of NOVX protein include enzyme linked 
immunosorbent assays (ELISAs), Western blots, immunoprecipitations, and 
immunofluorescence. In vitro techniques for detection of NOVX genomic DNA include 
Southern hybridizations. Furthermore, in vivo techniques for detection of NOVX protein 
include introducing into a subject a labeled anti-NOVX antibody. For example, the antibody 
can be labeled with a radioactive marker whose presence and location in a subject can be 
detected by standard imaging techniques. 

In one embodiment, the biological sample contains protein molecules from the test 
subject. Alternatively, the biological sample can contain mRNA molecules from the test 
subject or genomic DNA molecules from the test subject. A preferred biological sample is a 
peripheral blood leukocyte sample isolated by conventional means from a subject. 

In another embodiment, the methods further involve obtaining a control biological 
sample from a control subject, contacting the control sample with a compound or agent 
capable of detecting NOVX protein, mRNA, or genomic DNA, such that the presence of 
NOVX protein, mRNA or genomic DNA is detected in the biological sample, and comparing 
the presence of NOVX protein, mRNA or genomic DNA in the control sample with the 
presence of NOVX protein, mRNA or genomic DNA in the test sample. 
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The invention also encompasses kits for detecting the presence of NOVX in a 
biological sample. For example, the kit can comprise: a labeled compound or agent capable of 
detecting NOVX protein or mRNA in a biological sample; means for determining the amount 
of NOVX in the sample; and means for comparing the amount of NOVX in the sample with a 
5 standard. The compound or agent can be packaged in a suitable container. The kit can further 
comprise instructions for using the kit to detect NOVX protein or nucleic acid. 

Prognostic Assays 

The diagnostic methods described herein can furthermore be utilized to identify 
subjects having or at risk of developing a disease or disorder associated with aberrant NOVX 

10 expression or activity. For example, the assays described herein, such as the preceding 

diagnostic assays or the following assays, can be utilized to identify a subject having or at risk 
of developing a disorder associated with NOVX protein, nucleic acid expression or activity. 
Alternatively, the prognostic assays can be utilized to identify a subject having or at risk for 
developing a disease or disorder. Thus, the invention provides a method for identifying a 

1 5 disease or disorder associated with aberrant NOVX expression or activity in which a test 

sample is obtained from a subject and NOVX protein or nucleic acid (e.g., mRNA, genomic 
DNA) is detected, wherein the presence of NOVX protein or nucleic acid is diagnostic for a 
subject having or at risk of developing a disease or disorder associated with aberrant NOVX 
expression or activity. As used herein, a "test sample" refers to a biological sample obtained 

20 from a subject of interest. For example, a test sample can be a biological fluid (e.g., serum), 
cell sample, or tissue. 

Furthermore, the prognostic assays described herein can be used to determine whether 
a subject can be administered an agent (e.g., an agonist, antagonist, peptidomimetic, protein, 
peptide, nucleic acid, small molecule, or other drug candidate) to treat a disease or disorder 

25 associated with aberrant NOVX expression or activity. For example, such methods can be 
used to determine whether a subject can be effectively treated with an agent for a disorder. 
Thus, the invention provides methods for determining whether a subject can be effectively 
treated with an agent for a disorder associated with aberrant NOVX expression or activity in 
which a test sample is obtained and NOVX protein or nucleic acid is detected (e.g., wherein 

30 the presence of NOVX protein or nucleic acid is diagnostic for a subject that can be 

administered the agent to treat a disorder associated with aberrant NOVX expression or 
activity). 

The methods of the invention can also be used to detect genetic lesions in an NOVX 
gene, thereby determining if a subject with the lesioned gene is at risk for a disorder 
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characterized by aberrant cell proliferation and/or differentiation. In various embodiments, the 

methods include detecting, in a sample of cells from the subject, the presence or absence of a 

genetic lesion characterized by at least one of an alteration affecting the integrity of a gene 

encoding an NOVX-protein, or the misexpression of the NOVX gene. For example, such 

genetic lesions can be detected by ascertaining the existence of at least one of: (*) a deletion of 

one or more nucleotides from an NOVX gene; (ii) an addition of one or more nucleotides to an 

NOVX gene; (Hi) a substitution of one or more nucleotides of an NOVX gene, (iv) a 

chromosomal rearrangement of an NOVX gene; (v) an alteration in the level of a messenger 

RNA transcript of an NOVX gene, (vz) aberrant modification of an NOVX gene, such as of the 

methylation pattern of the genomic DNA, (yii) the presence of a non-wild-type splicing pattern 

of a messenger RNA transcript of an NOVX gene, (viii) a non-wild-type level of an NOVX 

protein, (ix) allelic loss of an NOVX gene, and (jc) inappropriate post-translational 

modification of an NOVX protein. As described herein, there are a large number of assay 

techniques known in the art which can be used for detecting lesions in an NOVX gene. A 

preferred biological sample is a peripheral blood leukocyte sample isolated by conventional 

means from a subject. However, any biological sample containing nucleated cells may be 

used, including, for example, buccal mucosal cells. 

In certain embodiments, detection of the lesion involves the use of a probe/primer in a 
polymerase chain reaction (PCR) (see, e.g 9 U.S. Patent Nos. 4,683,195 and 4,683,202), such 
as anchor PCR or RACE PCR, or, alternatively, in a ligation chain reaction (LCR) (see, e.g., 
Landegran, etal. 9 1988. Science 241: 1077-1080; andNakazawa, etal 9 1994. Proc. Natl. 
Acad. Sci. USA 91 : 360-364), the latter of which can be particularly useful for detecting point 
mutations in the NOVX-gene (see, Abravaya, et al. 9 1995. Nucl Acids Res. 23: 675-682). 
This method can include the steps of collecting a sample of cells from a patient, isolating 
nucleic acid (e.g., genomic, mRNA or both) from the cells of the sample, contacting the 
nucleic acid sample with one or more primers that specifically hybridize to an NOVX gene 
under conditions such that hybridization and amplification of the NOVX gene (if present) 
occurs, and detecting the presence or absence of an amplification product, or detecting the size 
of the amplification product and comparing the length to a control sample. It is anticipated 
that PCR and/or LCR may be desirable to use as a preliminary amplification step in 
conjunction with any of the techniques used for detecting mutations described herein. 

Alternative amplification methods include: self sustained sequence replication (see, 
Guatelli, etal. 9 1990. Proc. Natl Acad. Sci. USA 87: 1874-1878), transcriptional amplification 
system (see, Kwoh, et al 9 1989. Proc. Natl. Acad. Sci. USA 86: 1 173-1 177); Qp Replicase 
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{see, Lizardi, et al 9 1988. BioTechnology 6: 1 197), or any other nucleic acid amplification 

method, followed by the detection of the amplified molecules using techniques well known to 

those of skill in the art. These detection schemes are especially useful for the detection of 

nucleic acid molecules if such molecules are present in very low numbers. 

5 In an alternative embodiment, mutations in an NOVX gene from a sample cell can be 

identified by alterations in restriction enzyme cleavage patterns. For example, sample and 

control DNA is isolated, amplified (optionally), digested with one or more restriction 

endonucleases, and fragment length sizes are determined by gel electrophoresis and compared. 

Differences in fragment length sizes between sample and control DNA indicates mutations in 

10 the sample DNA. Moreover, the use of sequence specific ribozymes (see, e.g., U.S. Patent 

No. 5,493,53 1) can be used to score for the presence of specific mutations by development or 
loss of a ribozyme cleavage site. 

In other embodiments, genetic mutations in NOVX can be identified by hybridizing a 
sample and control nucleic acids, e.g., DNA or RNA, to high-density arrays containing 

15 hundreds or thousands of oligonucleotides probes. See, e.g., Cronin, et al. 9 1996. Human 
Mutation 7: 244-255; Kozal, et al 9 1996. Nat. Med. 2: 753-759. For example, genetic 
mutations in NOVX can be identified in two dimensional arrays containing light-generated 
DNA probes as described in Cronin, et al. 9 supra. Briefly, a first hybridization array of probes 
can be used to scan through long stretches of DNA in a sample and control to identify base 

20 changes between the sequences by making linear arrays of sequential overlapping probes. 
This step allows the identification of point mutations. This is followed by a second 
hybridization array that allows the characterization of specific mutations by using smaller, 
specialized probe arrays complementary to all variants or mutations detected. Each mutation 
array is composed of parallel probe sets, one complementary to the wild-type gene and the 

25 other complementary to the mutant gene. 

In yet another embodiment, any of a variety of sequencing reactions known in the art 
can be used to directly sequence the NOVX gene and detect mutations by comparing the 
sequence of the sample NOVX with the corresponding wild-type (control) sequence. 
Examples of sequencing reactions include those based on techniques developed by Maxim and 

30 Gilbert, 1977. Proc. Natl Acad. Sci. USA 74: 560 or Sanger, 1977. Proc. Natl. Acad. Set USA 
74: 5463. It is also contemplated that any of a variety of automated sequencing procedures 
can be utilized when performing the diagnostic assays (see, e.g., Naeve, et al. 9 1995. 
Biotechniques 19: 448), including sequencing by mass spectrometry (see, e.g. 9 PCT 
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International Publication No. WO 94/16101; Cohen, et al. 9 1996. Ad\>. Chromatography 36: 
127-162; and Griffin, et al., 1993. Appl Biochem. Biotechnol 38: 147-159). 

Other methods for detecting mutations in the NOVX gene include methods in which 
protection from cleavage agents is used to detect mismatched bases in RNA/RNA or 
RNA/DNA heteroduplexes. See, e.g., Myers, et al., 1985. Science 230: 1242. In general, the 
art technique of "mismatch cleavage" starts by providing heteroduplexes of formed by 
hybridizing (labeled) RNA or DNA containing the wild-type NOVX sequence with potentially 
mutant RNA or DNA obtained from a tissue sample. The double-stranded duplexes are 
treated with an agent that cleaves single-stranded regions of the duplex such as which will 
exist due to basepair mismatches between the control and sample strands. For instance, 
RNA/DNA duplexes can be treated with RNase and DNA/DNA hybrids treated with Si 
nuclease to enzymatically digesting the mismatched regions. In other embodiments, either 
DNA/DNA or RNA/DNA duplexes can be treated with hydroxylamine or osmium tetroxide 
and with piperidine in order to digest mismatched regions. After digestion of the mismatched 
regions, the resulting material is then separated by size on denaturing polyacrylamide gels to 
determine the site of mutation. See, e.g., Cotton, et al, 1988. Proc. Natl. Acad. Sci. USA 85: 
4397; Saleeba, et al, 1992. Methods Enzymol 217: 286-295. In an embodiment, the control 
DNA or RNA can be labeled for detection. 

In still another embodiment, the mismatch cleavage reaction employs one or more 
proteins that recognize mismatched base pairs in double-stranded DNA (so called "DNA 
mismatch repair" enzymes) in defined systems for detecting and mapping point mutations in 
NOVX cDNAs obtained from samples of cells. For example, the mutY enzyme of E. coli 
cleaves A at G/A mismatches and the thymidine DNA glycosylase from HeLa cells cleaves T 
at G/T mismatches. See, e.g., Hsu, et al, 1994. Carcinogenesis 15: 1657-1662. According to 
an exemplary embodiment, a probe based on an NOVX sequence, e.g., a wild-type NOVX 
sequence, is hybridized to a cDNA or other DNA product from a test cell(s). The duplex is 
treated with a DNA mismatch repair enzyme, and the cleavage products, if any, can be 
detected from electrophoresis protocols or the like. See, e.g., U.S. Patent No. 5,459,039. 

In other embodiments, alterations in electrophoretic mobility will be used to identify 
mutations in NOVX genes. For example, single strand conformation polymorphism (SSCP) 
may be used to detect differences in electrophoretic mobility between mutant and wild type 
nucleic acids. See, e.g., Orita, et al, 1989. Proc. Natl. Acad. Sci. USA: 86: 2766; Cotton, 
1993. Mutat. Res. 285: 125-144; Hayashi, 1992. Genet. Anal. Tech. Appl. 9: 73-79. 
Single-stranded DNA fragments of sample and control NOVX nucleic acids will be denatured 
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and allowed to renature. The secondary structure of single-stranded nucleic acids varies 

according to sequence, the resulting alteration in electrophoretic mobility enables the detection 

of even a single base change. The DNA fragments may be labeled or detected with labeled 

probes. The sensitivity of the assay may be enhanced by using RNA (rather than DNA), in 

5 which the secondary structure is more sensitive to a change in sequence. In one embodiment, 

the subject method utilizes heteroduplex analysis to separate double stranded heteroduplex 

molecules on the basis of changes in electrophoretic mobility. See, e.g., Keen, et al, 1991. 

Trends Genet. 7: 5. 

In yet another embodiment, the movement of mutant or wild-type fragments in 

10 polyacrylamide gels containing a gradient of denaturant is assayed using denaturing gradient 
gel electrophoresis (DGGE). See, e.g., Myers, et al, 1985. Nature 313: 495. When DGGE is 
used as the method of analysis, DNA will be modified to insure that it does not completely 
denature, for example by adding a GC clamp of approximately 40 bp of high-melting GC-rich 
DNA by PCR. In a further embodiment, a temperature gradient is used in place of a 

15 denaturing gradient to identify differences in the mobility of control and sample DNA. See, 
e.g., Rosenbaum and Reissner, 1987. Biophys. Chem. 265: 12753. 

Examples of other techniques for detecting point mutations include, but are not limited 
to, selective oligonucleotide hybridization, selective amplification, or selective primer 
extension. For example, oligonucleotide primers may be prepared in which the known 

20 mutation is placed centrally and then hybridized to target DNA under conditions that permit 
hybridization only if a perfect match is found. See, e.g., Saiki, et al., 1986. Nature 324: 163; 
Saiki, et al, 1989. Proc. Natl Acad. Set USA 86: 6230. Such allele specific oligonucleotides 
are hybridized to PCR amplified target DNA or a number of different mutations when the 
oligonucleotides are attached to the hybridizing membrane and hybridized with labeled target 

25 DNA. 

Alternatively, allele specific amplification technology that depends on selective PCR 
amplification may be used in conjunction with the instant invention. Oligonucleotides used as 
primers for specific amplification may carry the mutation of interest in the center of the 
molecule (so that amplification depends on differential hybridization; see, e.g., Gibbs, et al, 
30 1 989. Nucl Acids Res. 1 7: 2437-2448) or at the extreme 3'-tenninus of one primer where, 

under appropriate conditions, mismatch can prevent, or reduce polymerase extension (see, e.g., 
Prossner, 1993. Tibtech. 1 1 : 238). In addition it may be desirable to introduce a novel 
restriction site in the region of the mutation to create cleavage-based detection. See, e.g., 
Gasparini, et al, 1992. Mol Cell Probes 6: 1. It is anticipated that in certain embodiments 
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amplification may also be performed using Tag ligase for amplification. See, e.g., Barany, 
1991. Proc. Natl Acad. Sci. USA 88: 189. In such cases, ligation will occur only if there is a 
perfect match at the 3'-terminus of the 5' sequence, making it possible to detect the presence of 
a known mutation at a specific site by looking for the presence or absence of amplification. 

The methods described herein may be performed, for example, by utilizing 
pre-packaged diagnostic kits comprising at least one probe nucleic acid or antibody reagent 
described herein, which may be conveniently used, e.g., in clinical settings to diagnose 
patients exhibiting symptoms or family history of a disease or illness involving an NOVX 
gene. 

Furthermore, any cell type or tissue, preferably peripheral blood leukocytes, in which 
NOVX is expressed may be utilized in the prognostic assays described herein. However, any 
biological sample containing nucleated cells may be used, including, for example, buccal 
mucosal cells. 

Pharmacogenomics 

Agents, or modulators that have a stimulatory or inhibitory effect on NOVX activity 
(e.g., NOVX gene expression), as identified by a screening assay described herein can be 
administered to individuals to treat (prophylactically or therapeutically) disorders (The 
disorders include metabolic disorders, diabetes, obesity, infectious disease, anorexia, cancer- 
associated cachexia, cancer, neurodegenerative disorders, Alzheimer's Disease, Parkinson's 
Disorder, immune disorders, and hematopoietic disorders, and the various dyslipidemias, 
metabolic disturbances associated with obesity, the metabolic syndrome X and wasting 
disorders associated with chronic diseases and various cancers.) In conjunction with such 
treatment, the pharmacogenomics (i.e., the study of the relationship between an individual's 
genotype and that individuals response to a foreign compound or drug) of the individual may 
be considered. Differences in metabolism of therapeutics can lead to severe toxicity or 
therapeutic failure by altering the relation between dose and blood concentration of the 
pharmacologically active drug. Thus, the pharmacogenomics of the individual permits the 
selection of effective agents {e.g., drugs) for prophylactic or therapeutic treatments based on a 
consideration of the individual's genotype. Such pharmacogenomics can further be used to 
determine appropriate dosages and therapeutic regimens. Accordingly, the activity of NOVX 
protein, expression of NOVX nucleic acid, or mutation content of NOVX genes in an 
individual can be determined to thereby select appropriate agent(s) for therapeutic or 
prophylactic treatment of the individual. 
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Pharmacogenomics deals with clinically significant hereditary variations in the 
response to drugs due to altered drug disposition and abnormal action in affected persons. See 
e.g., Eichelbaum, 1996. Clin. Exp. Pharmacol Physiol, 23: 983-985; Linder, 1997. Clin. 
Chem., 43: 254-266. In general, two types of pharmacogenetic conditions can be 
5 differentiated. Genetic conditions transmitted as a single factor altering the way drugs act on 
the body (altered drug action) or genetic conditions transmitted as single factors altering the 
way the body acts on drugs (altered drug metabolism). These pharmacogenetic conditions can 
occur either as rare defects or as polymorphisms. For example, glucose-6-phosphate 
dehydrogenase (G6PD) deficiency is a common inherited enzymopathy in which the main 

10 clinical complication is hemolysis after ingestion of oxidant drugs (anti-malarials, 
sulfonamides, analgesics, nitrofurans) and consumption of fava beans. 

As an illustrative embodiment, the activity of drug metabolizing enzymes is a major 
determinant of both the intensity and duration of drug action. The discovery of genetic 
polymorphisms of drug metabolizing enzymes (e.g., N-acetyltransferase 2 (NAT 2) and 

15 cytochrome P450 enzymes CYP2D6 and CYP2C19) has provided an explanation as to why 
some patients do not obtain the expected drug effects or show exaggerated drug response and 
serious toxicity after taking the standard and safe dose of a drug. These polymorphisms are 
expressed in two phenotypes in the population, the extensive metabolizer (EM) and poor 
metabolizer (PM). The prevalence of PM is different among different populations. For 

20 example, the gene coding for CYP2D6 is highly polymorphic and several mutations have been 
identified in PM, which all lead to the absence of functional CYP2D6. Poor metabolizers of 
CYP2D6 and CYP2C19 quite frequently experience exaggerated drug response and side 
effects when they receive standard doses. If a metabolite is the actiye therapeutic moiety, PM 
show no therapeutic response, as demonstrated for the analgesic effect of codeine mediated by 

25 its CYP2D6-formed metabolite morphine. At the other extreme are the so called ultra-rapid 
metabolizers who do not respond to standard doses. Recently, the molecular basis of 
ultra-rapid metabolism has been identified to be due to CYP2D6 gene amplification. 

Thus, the activity of NOVX protein, expression of NOVX nucleic acid, or mutation 
content of NOVX genes in an individual can be determined to thereby select appropriate 

30 agent(s) for therapeutic or prophylactic treatment of the individual. In addition, 

pharmacogenetic studies can be used to apply genotyping of polymorphic alleles encoding 
drug-metabolizing enzymes to the identification of an individual's drug responsiveness 
phenotype. This knowledge, when applied to dosing or drug selection, can avoid adverse 
reactions or therapeutic failure and thus enhance therapeutic or prophylactic efficiency when 
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treating a subject with an NOVX modulator, such as a modulator identified by one of the 
exemplary screening assays described herein. 

Monitoring of Effects During Clinical Trials 

Monitoring the influence of agents (e.g., drugs, compounds) on the expression or 
activity of NOVX (e.g., the ability to modulate aberrant cell proliferation and/or 
differentiation) can be applied not only in basic drug screening, but also in clinical trials. For 
example, the effectiveness of an agent determined by a screening assay as described herein to 
increase NOVX gene expression, protein levels, or upre'gulate NOVX activity, can be 
monitored in clinical trails of subjects exhibiting decreased NOVX gene expression, protein 
levels, or downregulated NOVX activity. Alternatively, the effectiveness of an agent 
determined by a screening assay to decrease NOVX gene expression, protein levels, or 
downregulate NOVX activity, can be monitored in clinical trails of subjects exhibiting 
increased NOVX gene expression, protein levels, or upregulated NOVX activity. In such 
clinical trials, the expression or activity of NOVX and, preferably, other genes that have been 
implicated in, for example, a cellular proliferation or immune disorder can be used as a "read 
out" or markers of the immune responsiveness of a particular cell. 

By way of example, and not of limitation, genes, including NOVX, that are modulated 
in cells by treatment with an agent (e.g., compound, drug or small molecule) that modulates 
NOVX activity (e.g., identified in a screening assay as described herein) can be identified. 
Thus, to study the effect of agents on cellular proliferation disorders, for example, in a clinical 
trial, cells can be isolated and RNA prepared and analyzed for the levels of expression of 
NOVX and other genes implicated in the disorder. The levels of gene expression (i.e., a gene 
expression pattern) can be quantified by Northern blot analysis or RT-PCR, as described 
herein, or alternatively by measuring the amount of protein produced, by one of the methods 
as described herein, or by measuring the levels of activity of NOVX or other genes. In this 
manner, the gene expression pattern can serve as a marker, indicative of the physiological 
response of the cells to the agent. Accordingly, this response state may be determined before, 
and at various points during, treatment of the individual with the agent. 

In one embodiment, the invention provides a method for monitoring the effectiveness 
of treatment of a subject with an agent (e.g., an agonist, antagonist, protein, peptide, 
peptidomimetic, nucleic acid, small molecule, or other drug candidate identified by the 
screening assays described herein) comprising the steps of (z) obtaining a pre-administration 
sample from a subject prior to a(lministration of the agent; (») detecting the level of expression 
of an NOVX protein, mRNA, or genomic DNA in the preadministration sample; (Hi) obtaining 
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one or more post-administration samples from the subject; (iv) detecting the level of 
expression or activity of the NOVX protein, mRNA, or genomic DNA in the 
post-administration samples; (v) comparing the level of expression or activity of the NOVX 
protein, mRNA, or genomic DNA in the pre-administration sample with the NOVX protein, 
mRNA, or genomic DNA in the post administration sample or samples; and (vi) altering the 
administration of the agent to the subject accordingly. For example, increased administration 
of the agent may be desirable to increase the expression or activity of NOVX to higher levels 
than detected, i.e., to increase the effectiveness of the agent. Alternatively, decreased 
administration of the agent may be desirable to decrease expression or activity of NOVX to 
lower levels than detected, i.e., to decrease the effectiveness of the agent 

Methods of Treatment 

The invention provides for both prophylactic and therapeutic methods of treating a 
subject at risk of (or susceptible to) a disorder or having a disorder associated with aberrant 
NOVX expression or activity. The disorders include cardiomyopathy, atherosclerosis, 
hypertension, congenital heart defects, aortic stenosis, atrial septal defect (ASD), 
atrioventricular (A-V) canal defect, ductus arteriosus, pulmonary stenosis, subaortic stenosis, 
ventricular septal defect (VSD), valve diseases, tuberous sclerosis, scleroderma, obesity, 
transplantation, adrenoleukodystrophy, congenital adrenal hyperplasia, prostate cancer, 
neoplasm; adenocarcinoma, lymphoma, uterus cancer, fertility, hemophilia, hypercoagulation, 
idiopathic thrombocytopenic purpura, immunodeficiencies, graft versus host disease, AIDS, 
bronchial asthma, Crohn's disease; multiple sclerosis, treatment of Albright Hereditary 
Ostoeodystrophy, and other diseases, disorders and conditions of the like. 

These methods of treatment will be discussed more fully, below. 

Disease and Disorders 

Diseases and disorders that are characterized by increased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that antagonize (i.e., reduce or inhibit) activity. Therapeutics that antagonize 
activity may be administered in a therapeutic or prophylactic manner. Therapeutics that may 
be utilized include, but are not limited to: (0 an aforementioned peptide, or analogs, 
derivatives, fragments or homologs thereof; (ii) antibodies to an aforementioned peptide; (Hi) 
nucleic acids encoding an aforementioned peptide; (iv) administration of antisense nucleic acid 
and nucleic acids that are "dysfunctional" (i.e., due to a heterologous insertion within the 
coding sequences of coding sequences to an aforementioned peptide) that are utilized to 
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"knockout" endogenous function of an aforementioned peptide by homologous recombination 
(see, e.g., Capecchi, 1989. Science 244: 1288-1292); or (v) modulators ( i.e., inhibitors, 
agonists and antagonists, including additional peptide mimetic of the invention or antibodies 
specific to a peptide of the invention) that alter the interaction between an aforementioned 
peptide and its binding partner. 

Diseases and disorders that are characterized by decreased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that increase (i.e., are agonists to) activity. Therapeutics that upregulate activity 
may be administered in a therapeutic or prophylactic manner. Therapeutics that may be 
utilized include, but are not limited to, an aforementioned peptide, or analogs, derivatives, 
fragments or homologs thereof; or an agonist that increases bioavailability. 

Increased or decreased levels can be readily detected by quantifying peptide and/or 
RNA, by obtaining a patient tissue sample (e.g., from biopsy tissue) and assaying it in vitro for 
RNA or peptide levels, structure and/or activity of the expressed peptides (or mRNAs of an 
aforementioned peptide). Methods that are well-known within the art include, but are not 
limited to, immunoassays (e.g., by Western blot analysis, immunoprecipitation followed by 
sodium dodecyl sulfate (SDS) polyacrylamide gel electrophoresis, immunocytochemistry, etc.) 
and/or hybridization assays to detect expression of mRNAs (e.g., Northern assays, dot blots, in 
situ hybridization, and the like). 

Prophylactic Methods 

In one aspect, the invention provides a method for preventing, in a subject, a disease or 
condition associated with an aberrant NOVX expression or activity, by administering to the 
subject an agent that modulates NOVX expression or at least one NOVX activity. Subjects at 
risk for a disease that is caused or contributed to by aberrant NOVX expression or activity can 
be identified by, for example, any or a combination of diagnostic or prognostic assays as 
described herein. Administration of a prophylactic agent can occur prior to the manifestation 
of symptoms characteristic of the NOVX aberrancy, such that a disease or disorder is 
prevented or, alternatively, delayed in its progression. Depending upon the type of NOVX 
aberrancy, for example, an NOVX agonist or NOVX antagonist agent can be used for treating 
the subject. The appropriate agent can be determined based on screening assays described 
herein. The prophylactic methods of the invention are further discussed in the following 
subsections. 

Therapeutic Methods 
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Another aspect of the invention pertains to methods of modulating NOVX expression 
or activity for therapeutic purposes. The modulatory method of the invention involves 
contacting a cell with an agent that modulates one or more of the activities of NOVX protein 
activity associated with the celL An agent that modulates NOVX protein activity can be an 
agent as described herein, such as a nucleic acid or a protein, a naturally-occurring cognate 
ligand of an NOVX protein, a peptide, an NOVX peptidomimetic, or other small molecule. In 
one embodiment, the agent stimulates one or more NOVX protein activity. Examples of such 
stimulatory agents include active NOVX protein and a nucleic acid molecule encoding NOVX 
that has been introduced into the cell. In another embodiment, the agent inhibits one or more 
NOVX protein activity. Examples of such inhibitory agents include antisense NOVX nucleic 
acid molecules and anti-NOVX antibodies. These modulatory methods can be performed in 
vitro (e.g., by culturing the cell with the agent) or, alternatively, in vivo (e.g., by administering 
the agent to a subject). As such, the invention provides methods of treating an individual 
afflicted with a disease or disorder characterized by aberrant expression or activity of an 
NOVX protein or nucleic acid molecule. In one embodiment, the method involves 
administering an agent (e.g., an agent identified by a screening assay described herein), or 
combination of agents that modulates (e.g., up-regulates or down-regulates) NOVX expression 
or activity. In another embodiment, the method involves administering an NOVX protein or 
nucleic acid molecule as therapy to compensate for reduced or aberrant NOVX expression or 
activity. 

Stimulation of NOVX activity is desirable in situations in which NOVX is abnormally 
downregulated and/or in which increased NOVX activity is likely to have a beneficial effect. 
One example of such a situation is where a subject has a disorder characterized by aberrant 
cell proliferation and/or differentiation (e.g., cancer or immune associated disorders). Another 
example of such a situation is where the subject has a gestational disease (e.g., preclampsia). 

Determination of the Biological Effect of the Therapeutic 

In various embodiments of the invention, suitable in vitro or in vivo assays are 
performed to determine the effect of a specific Therapeutic and whether its administration is 
indicated for treatment of the affected tissue. 

In various specific embodiments, in vitro assays may be performed with representative 
cells of the type(s) involved in the patient's disorder, to determine if a given Therapeutic exerts 
the desired effect upon the cell type(s). Compounds for use in therapy may be tested in 
suitable animal model systems including, but not limited to rats, mice, chicken, cows, 
monkeys, rabbits, and the like, prior to testing in human subjects. Similarly, for in vivo 
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testing, any of the animal model system known in the art may be used prior to administration 
to human subjects. 

Prophylactic and Therapeutic Uses of the Compositions of the Invention 

The NOVX nucleic acids and proteins of the invention are useful in potential 
prophylactic and therapeutic applications implicated in a variety of disorders including, but not 
limited to: metabolic disorders, diabetes, obesity, infectious disease, anorexia, cancer- 
associated cancer, neurodegenerative disorders, Alzheimer's Disease, Parkinson's Disorder, 
immune disorders, hematopoietic disorders, and the various dyslipidemias, metabolic 
disturbances associated with obesity, the metabolic syndrome X and wasting disorders 
associated with chronic diseases and various cancers. 

As an example, a cDNA encoding the NOVX protein of the invention may be useful in 
gene therapy, and the protein may be useful when administered to a subject in need thereof. 
By way of non-limiting example, the compositions of the invention will have efficacy for 
treatment of patients suffering from: metabolic disorders, diabetes, obesity, infectious disease, 
anorexia, cancer-associated cachexia, cancer, neurodegenerative disorders, Alzheimer's 
Disease, Parkinson's Disorder, immune disorders, hematopoietic disorders, and the various 
dyslipidemias. 

Both the novel nucleic acid encoding the NOVX protein, and the NOVX protein of the 
invention, or fragments thereof, may also be useful in diagnostic applications, wherein the 
presence or amount of the nucleic acid or the protein are to be assessed. A further use could 
be as an anti-bacterial molecule (i.e., some peptides have been found to possess anti-bacterial 
properties). These materials are further useful in the generation of antibodies, which 
immunospecifically-bind to the novel substances of the invention for use in therapeutic or 
diagnostic methods. 

The invention will be further described in the following examples, which do not limit 
the scope of the invention described in the claims. 

Examples 

Example 1: Identification of NOVX Nucleic Acids 

TblastN using CuraGen Corporation's sequence file for polypeptides or homologs was 
run against the Genomic Daily Files made available by GenBank or from files downloaded 
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from the individual sequencing centers. Exons were predicted by homology and the 
intron/exon boundaries were determined using standard genetic rules. Exons were further 
selected and refined by means of similarity determination using multiple BLAST (for 
example, tBlastN, BlastX, and BlastN) searches, and, in some instances,. GeneScan and Grail. 
Expressed sequences from both public and proprietary databases were also added when 
available to further define and complete the gene sequence. The DNA sequence was then 
manually corrected for apparent inconsistencies thereby obtaining the sequences encoding the 
full-length protein. 

The novel NOVX target sequences identified in the present invention were subjected to 
the exon linking process to confirm the sequence. PCR primers were designed by starting at 
the most upstream sequence available, for the forward primer, and at the most downstream 
sequence available for the reverse primer. Table 1 1 A shows the sequences of the PCR primers 
used for obtaining different clones. In each case, the sequence was examined, walking inward 
from the respective termini toward the coding sequence, until a suitable sequence that is either 
unique or highly selective was encountered, or, in the case of the reverse primer, until the stop 
codon was reached. Such primers were designed based on in silico predictions for the full 
length cDNA, part (one or more exons) of the DNA or protein sequence of the target 
sequence, or by translated homology of the predicted exons to closely related human 
sequences from other species. These primers were then employed in PCR amplification based 
on the following pool of human cDNAs: adrenal gland, bone marrow, brain - amygdala, brain 
- cerebellum, brain - hippocampus, brain - substantia nigra, brain - thalamus, brain -whole, 
fetal brain, fetal kidney, fetal liver, fetal lung, heart, kidney, lymphoma - Raji, mammary 
gland, pancreas, pituitary gland, placenta, prostate, salivary gland, skeletal muscle, small 
intestine, spinal cord, spleen, stomach, testis, thyroid, trachea, uterus. Usually the resulting 
amplicons were gel purified, cloned and sequenced to high redundancy. The PCR product 
derived from exon linking was cloned into the pCR2.1 vector from Invitrogen. The resulting 
bacterial clone has an insert covering the entire open reading frame cloned into the pCR2. 1 
vector. Table 17B shows a list of these bacterial clones. The resulting sequences from all 
clones were assembled with themselves, with other fragments in CuraGen Corporation's 
database and with public ESTs. Fragments and ESTs were included as components for an 
assembly when the extent of their identity with another component of the assembly was at 
least 95% over 50 bp. In addition, sequence traces were evaluated manually and edited for 
corrections if appropriate. These procedures provide the sequence reported herein. 
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Physical clone: Exons were predicted by homology and the intron/exon boundaries 
were determined using standard genetic rules. Exons were further selected and refined by 
means of similarity determination using multiple BLAST (for example, tBlastN, BlastX, and 
BlastN) searches, and, in some instances, GeneScan and Grail. Expressed sequences from both 
public and proprietary databases were also added when available to further define and 
complete the gene sequence. The DNA sequence was then manually corrected for apparent 
inconsistencies thereby obtaining the sequences encoding the full-length protein. 

Example 2: Identification of Single Nucleotide Polymorphisms in NOVX nucleic acid 
sequences 

Variant sequences are also included in this application. A variant sequence can include 
a single nucleotide polymorphism (SNP). A SNP can, in some instances, be referred to as a 
"cSNP" to denote that the nucleotide sequence containing the SNP originates as a cDNA. A 
SNP can arise in several ways. For example, a SNP may be due to a substitution of one 
nucleotide for another at the polymorphic site. Such a substitution can be either a transition or 
a transversion. A SNP can also arise from a deletion of a nucleotide or an insertion of a 
nucleotide, relative to a reference allele. In this case, the polymorphic site is a site at which 
one allele bears a gap with respect to a particular nucleotide in another allele. SNPs occurring 
within genes may result in an alteration of the amino acid encoded by the gene at the position 
of the SNP. Intragenic SNPs may also be silent, when a codon including a SNP encodes the 
same amino acid as a result of the redundancy of the genetic code. SNPs occuning outside the 
region of a gene, or in an intron within a gene, do not result in changes in any amino acid 
sequence of a protein but may result in altered regulation of the expression pattern. Examples 
include alteration in temporal expression, physiological response regulation, cell type 
expression regulation, intensity of expression, and stability of transcribed message. 

SeqCalling assemblies produced by the exon linking process were selected and 
extended using the following criteria. Genomic clones having regions with 98% identity to all 
or part of the initial or extended sequence were identified by BLASTN searches using the 
relevant sequence to query human genomic databases. The genomic clones that resulted were 
selected for further analysis because this identity indicates that these clones contain the 
genomic locus for these SeqCalling assemblies. These sequences were analyzed for putative 
coding regions as well as for similarity to the known DNA and protein sequences. Programs 
used for these analyses include Grail, Genscan, BLAST, HMMER, FASTA, Hybrid and other 
relevant programs. 
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Some additional genomic regions may have also been identified because selected 
SeqCalling assemblies map to those regions. Such SeqCalling sequences may have 
overlapped with regions defined by homology or exon prediction. They may also be included 
because the location of the fragment was in the vicinity of genomic regions identified by 
similarity or exon prediction that had been included in the original predicted sequence. The 
sequence so identified was manually assembled and then may have been extended using one 
or more additional sequences taken from CuraGen Corporation's human SeqCalling database. 
SeqCalling fragments suitable for inclusion were identified by the CuraTools™ program 
SeqExtend or by identifying SeqCalling fragments mapping to the appropriate regions of the 
genomic clones analyzed. 

The regions defined by the procedures described above were then manually integrated 
and corrected for apparent inconsistencies that may have arisen, for example, from miscalled 
bases in the original fragments or from discrepancies between predicted exon junctions, EST 
locations and regions of sequence similarity, to derive the final sequence disclosed herein. 
When necessary, the process to identify and analyze SeqCalling assemblies and genomic 
clones was reiterated to derive the full length sequence. 

Example 3: Quantitative expression analysis of clones in various cells and tissues 

The quantitative expression of various clones was assessed using microtiter plates 
containing RNA samples from a variety of normal and pathology-derived cells, cell lines and 
tissues using real time quantitative PCR (RTQ PCR), RTQ PCR was performed on a Perkin- 
Elmer Biosystems ABI PRISM® 7700 Sequence Detection System. Various collections of 
samples are assembled on the plates, and referred to as Panel 1 (containing normal tissues and 
cancer cell lines), Panel 2 (containing samples derived from tissues from normal and cancer 
sources), Panel 3 (containing cancer cell lines), Panel 4 (containing cells and cell lines from 
normal tissues and cells related to inflammatory conditions), Panel 5D/5I (containing human 
tissues and cell lines with an emphasis on metabolic diseases), AI_comprehensive_panel 
(containing normal tissue and samples from automflammatory diseases), Panel CNSD.01 
(containing samples from normal and diseased brains) and CNS_neurodegeneration_panel 
(containing samples from normal and diseased brains). 

RNA integrity from all samples is controlled for quality by visual assessment of 
agarose gel electropherograms using 28S and 18S ribosomal RNA staining intensity ratio as a 
guide (2: 1 to 2.5 : 1 28s: 1 8s) and the absence of low molecular weight RNAs that would be 
indicative of degradation products. Samples are controlled against genomic DNA 
contamination by RTQ PCR reactions run in the absence of reverse transcriptase using probe 
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and primer sets designed to amplify across the span of a single exon. 

First, the RNA samples were normalized to reference nucleic acids such as 
constitutively expressed genes (for example, p-actin and GAPDH). Normalized RNA (5 ul) 
was converted to cDNA and analyzed by RTQ-PCR using One Step RT-PCR Master Mix 
Reagents (PE Biosystems; Catalog No. 4309169) and gene-specific primers according to the 
manufacturer's instructions. Probes and primers were designed for each assay according to 
Perkin Elmer Biosystem's Primer Express Software package (version I for Apple Computer's 
Macintosh Power PC) or a similar algorithm using the target sequence as input. Default 
settings were used for reaction conditions and the following parameters were set before 
selecting primers: primer concentration = 250 nM, primer melting temperature (T m ) range = 
58°-60° C, primer optimal Tm = 59° C, maximum primer difference = 2° C, probe does not 
have 5' G, probe T m must be 1 0° C greater than primer T m , amplicon size 75 bp to 1 00 bp. 
The probes and primers selected (see below) were synthesized by Synthegen (Houston, TX, 
USA). Probes were double purified by HPLC to remove uncoupled dye and evaluated by 
mass spectroscopy to verify coupling of reporter and quencher dyes to the 5' and 3' ends of 
the probe, respectively. Their final concentrations were: forward and reverse primers, 900 nM 
each, and probe, 200nM. 

PCR conditions: Normalized RNA from each tissue and each cell line was spotted in 
each well of a 96 well PCR plate (Perkin Elmer Biosystems). PCR cocktails including two 
probes (a probe specific for the target clone and another gene-specific probe multiplexed with 
the target probe) were set up using IX TaqMan™ PCR Master Mix for the PE Biosystems 
7700, with 5 mM MgC12, dNTPs (dA, G, C, U at 1 : 1 : 1 :2 ratios), 0.25 U/ml AmpliTaq Gold™ 
(PE Biosystems), and 0.4 \JI\i\ RNase inhibitor, and 0.25 U/pl reverse transcriptase. Reverse 
transcription was performed at 48° C for 30 minutes followed by amplification/PCR cycles as 
follows: 95° C 10 min, then 40 cycles of 95° C for 15 seconds, 60° C for 1 minute. Results 
were recorded as CT values (cycle at which a given sample crosses a threshold level of 
fluorescence) using a log scale, with the difference in RNA concentration between a given 
sample and the sample with the lowest CT value being represented as 2 to the power of delta 
CT. The percent relative expression is then obtained by taking the reciprocal of this RNA 
difference and multiplying by 100. 

Panels 1, 1.1, 1.2, and 1.3D 

The plates for Panels 1, 1.1, 1.2 and 1.3D include 2 control wells (genomic DNA 

control and chemistry control) and 94 wells containing cDNA from various samples. The 

samples in these panels are broken into 2 classes: samples derived from cultured cell lines and 
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samples derived from primary normal tissues. The cell lines are derived from cancers of the * 
following types: lung cancer, breast cancer, melanoma, colon cancer, prostate cancer, CNS 
cancer, squamous cell carcinoma, ovarian cancer, liver cancer, renal cancer, gastric cancer and 
pancreatic cancer. Cell lines used in these panels are widely available through the American 
Type Culture Collection (ATCC), a repository for cultured cell lines, and were cultured using 
the conditions recommended by the ATCC. The normal tissues found on these panels are 
comprised of samples derived from all major organ systems from single adult individuals or 
fetuses. These samples are derived from the following organs: adult skeletal muscle, fetal 
skeletal muscle, adult heart, fetal heart, adult kidney, fetal kidney, adult liver, fetal liver, adult 
lung, fetal lung, various regions of the brain, the spleen, bone marrow, lymph node, pancreas, 
salivary gland, pituitary gland, adrenal gland, spinal cord, thymus, stomach, small intestine, 
colon, bladder, trachea, breast, ovary, uterus, placenta, prostate, testis and adipose. 

In the results for Panels 1, 1.1, 1.2 and 1.3D, the following abbreviations are used: 
ca. = carcinoma, 
* = established from metastasis, 
met = metastasis, 
s cell var = small cell variant, 
non-s = non-sm = non-small, 
squam = squamous, 
pi. eff = pi effusion = pleural effusion, 
glio = glioma, 
astro = astrocytoma, and 
neuro = neuroblastoma. 

General Screening Panel vl.4 

The plates for Panel 1.4 include 2 control wells (genomic DNA control and chemistry 
control) and 94 wells containing cDNA from various samples. The samples in Panel 1.4 are 
broken into 2 classes: samples derived from cultured cell lines and samples derived from 
primary normal tissues. The cell lines are derived from cancers of the following types: lung 
cancer, breast cancer, melanoma, colon cancer, prostate cancer, CNS cancer, squamous cell 
carcinoma, ovarian cancer, liver cancer, renal cancer, gastric cancer and pancreatic cancer. 
Cell lines used in Panel 1.4 are widely available through the American Type Culture 
Collection (ATCC), a repository for cultured cell lines, and were cultured using the conditions 

' 188 



WO 02/29058 PCT/US01/31248 " 

recommended by the ATCC. The normal tissues found on Panel 1 .4 are comprised of pools of 
samples derived from all major organ systems from 2 to 5 different adult individuals or 
fetuses. These samples are derived from the following organs: adult skeletal muscle, fetal 
skeletal muscle, adult heart, fetal heart, adult kidney, fetal kidney, adult liver, fetal liver, adult 
lung, fetal lung, various regions of the brain, the spleen, bone marrow, lymph node, pancreas, 
salivary gland, pituitary gland, adrenal gland, spinal cord, thymus, stomach, small intestine, 
colon, bladder, trachea, breast, ovary, uterus, placenta, prostate, testis and adipose. 

Panels 2D and 2.2 

The plates for Panels 2D and 2.2 generally include 2 control wells and 94 test samples 
composed of RNA or cDNA isolated from human tissue procured by surgeons working in 
close cooperation with the National Cancer Institute's Cooperative Human Tissue Network 
(CHTN) or the National Disease Research Initiative (NDRI). The tissues are derived from 
human malignancies and in cases where indicated many malignant tissues have "matched 
margins" obtained from noncancerous tissue just adjacent to the tumor. These are termed 
normal adjacent tissues and are denoted "NAT" in the results below. The tumor tissue and the 
"matched margins" are evaluated by two independent pathologists (the surgical pathologists 
and again by a pathologists at NDRI or CHTN). This analysis provides a gross 
histopathological assessment of tumor differentiation grade. Moreover, most samples include 
the original surgical pathology report that provides information regarding the clinical stage of 
the patient. These matched margins are taken from the tissue surrounding (i.e. immediately 
proximal) to the zone of surgery (designated "NAT", for normal adjacent tissue, in Table RR). 
In addition, RNA and cDNA samples were obtained from various human tissues derived from 
autopsies performed on elderly people or sudden death victims (accidents, etc.). These tissues 
were ascertained to be free of disease and were purchased from various commercial sources 
such as Clontech (Palo Alto, CA), Research Genetics, and Invitrogen. 
Panel 3D 

The plates of Panel 3D are comprised of 94 cDNA samples and two control samples. 
Specifically, 92 of these samples are derived from cultured human cancer cell lines, 2 samples 
of human primary cerebellar tissue and 2 controls. The human cell lines are generally 
obtained from ATCC (American Type Culture Collection), NCI or the German tumor cell 
bank and fall into the following tissue groups: Squamous cell carcinoma of the tongue, breast 
cancer, prostate cancer, melanoma, epidermoid carcinoma, sarcomas, bladder carcinomas, 
pancreatic cancers, kidney cancers, leukemias/lymphomas, ovarian/uterine/cervical, gastric, 
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colon, lung and CNS cancer cell lines. In addition, there are two independent samples of 

cerebellum. These cells are all cultured under standard recommended conditions and RNA 

extracted using the standard procedures. The cell lines in panel 3D and 1 .3D are of the most 

common cell lines used in the scientific literature. 

Panels 4D, 4R, and 4.1D 

Panel 4 includes samples on a 96 well plate (2 control wells, 94 test samples) 
composed of RNA (Panel 4R) or cDNA (Panels 4D/4.1D) isolated from various human cell 
lines or tissues related to inflammatory conditions. Total RNA from control normal tissues 
such as colon and lung (Stratagene, La Jolla, CA) and thymus and kidney (Clontech) were 
employed. Total RNA from liver tissue from cirrhosis patients and kidney from lupus patients 
was obtained from BioChain (Biochain Institute, Inc., Hayward, CA). Intestinal tissue for 
RNA preparation from patients diagnosed as having Crohn's disease and ulcerative colitis was 
obtained from the National Disease Research Interchange (NDRI) (Philadelphia, PA). 

Astrocytes, lung fibroblasts, dermal fibroblasts, coronary artery smooth muscle cells, 
small airway epithelium, bronchial epithelium, microvascular dermal endothelial cells, 
microvascular lung endothelial cells, human pulmonary aortic endothelial cells, human 
umbilical vein endothelial cells were all purchased from Clonetics (Walkersville, MD) and 
grown in the media supplied for these cell types by Clonetics. These primary cell types were 
activated with various cytokines or combinations of cytokines for 6 and/or 12-14 hours, as 
indicated. The following cytokines were used; IL-1 beta at approximately 1-5 ng/ml, TNF 
alpha at approximately 5-10 ng/ml, IFN gamma at approximately 20-50 ng/ml, IL-4 at 
approximately 5-10 ng/ml, IL-9 at approximately 5-10 ng/ml, EL-13 at approximately 5-10 
ng/ml. Endothelial cells were sometimes starved for various times by culture in the basal 
media from Clonetics with 0.1% serum. 

Mononuclear cells were prepared from blood of employees at CuraGen Corporation, 

using FicolL LAK cells were prepared from these cells by culture in DMEM 5% FCS 

(Hyclone), 100 jjM non essential amino acids (Gibco/Life Technologies, Rockville, MD), 1 

mM sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10~ 5 M (Gibco), and 10 mM Hepes 

(Gibco) and Interleukin 2 for 4-6 days. Cells were then either activated with 10-20 ng/ml 

PMA and 1-2 (xg/ml ionomycin, IL-12 at 5-10 ng/ml, IFN gamma at 20-50 ng/ml and EL- 18 at 

5-10 ng/ml for 6 hours. In some cases, mononuclear cells were cultured for 4-5 days in 

DMEM 5% FCS (Hyclone), 100 pM non essential amino acids (Gibco), 1 mM sodium 

pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), and 10 mM Hepes (Gibco) with 

PHA (phytohemagglutinin) or PWM (pokeweed mitogen) at approximately 5 ng/mL Samples 
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were taken at 24, 48 and 72 hours for RNA preparation. MLR (mixed lymphocyte reaction) 
samples were obtained by taking blood from two donors, isolating the mononuclear cells using 
Ficoll and mixing the isolated mononuclear cells 1:1 at a final concentration of approximately 
2xl0 6 cells/ml in DMEM 5% FCS (Hyclone), 100 uM non essential amino acids (Gibco), 1 
mM sodium pyruvate (Gibco), mercaptoethanol (5.5 x 10' 5 M) (Gibco), and 10 mM Hepes 
(Gibco). The MLR was cultured and samples taken at various time points ranging from 1- 7 
days for RNA preparation. 

Monocytes were isolated from mononuclear cells using CD 14 Miltenyi Beads, +ve VS 
selection columns and a Vario Magnet according to the manufacturer's instructions. 
Monocytes were differentiated into dendritic cells by culture in DMEM 5% fetal calf serum 
(FCS) (Hyclone, Logan, UT), 100 uM non essential amino acids (Gibco), 1 mM sodium 
pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), and 10 mM Hepes (Gibco), 50 ng/ml 
GMCSF and 5 ng/ml IL-4 for 5-7 days. Macrophages were prepared by culture of monocytes 
for 5-7 days in DMEM 5% FCS (Hyclone), 100 pM non essential amino acids (Gibco), 1 mM 
sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), 10 mM Hepes (Gibco) and 
10% AB Human Serum or MCSF at approximately 50 ng/ml. Monocytes, macrophages and 
dendritic cells were stimulated for 6 and 12-14 hours with lipopolysaccharide (LPS) at 100 
ng/ml. Dendritic cells were also stimulated with anti-CD40 monoclonal antibody 
(Pharmingen) at 10 pg/ml for 6 and 12-14 hours. 

CD4 lymphocytes, CD8 lymphocytes and NK cells were also isolated from 
mononuclear cells using CD4, CDS and CD56 Miltenyi beads, positive VS selection columns 
and a Vario Magnet according to the manufacturer's instructions. CD45RA and CD45RO CD4 
lymphocytes were isolated by depleting mononuclear cells of CD8, CD56, CD14 and CD19 
cells using CD8, CD56, CD14 and CD19 Miltenyi beads and positive selection. Then 
CD45RO beads were used to isolate the CD45RO CD4 lymphocytes with the remaining cells 
being CD45RA CD4 lymphocytes. CD45RA CD4, CD45RO CD4 and CD8 lymphocytes 
were placed in DMEM 5% FCS (Hyclone), 100 pM non essential amino acids (Gibco), 1 mM 
sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), and 10 mM Hepes (Gibco) 
and plated at 10 6 cells/ml onto Falcon 6 well tissue culture plates that had been coated 
overnight with 0.5 pg/ml anti-CD28 (Pharmingen) and 3 ug/ml anti-CD3 (OKT3, ATCC) in 
PBS. After 6 and 24 hours, the cells were harvested for RNA preparation. To prepare 
chronically activated CD8 lymphocytes, we activated the isolated CD8 lymphocytes for 4 days 
on anti-CD28 and anti-CD3 coated plates and then harvested the cells and expanded them in 
DMEM 5% FCS (Hyclone), 100 uM non essential amino acids (Gibco), 1 mM sodium 
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pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), and 10 mM Hepes (Gibco) and IL-2. 
The expanded CD8 cells were then activated again with plate bound anti-CD3 and anti-CD28 
for 4 days and expanded as before. KNA was isolated 6 and 24 hours after the second 
activation and after 4 days of the second expansion culture. The isolated NK cells were 
5 cultured in DMEM 5% FCS (Hyclone), 1 00 uM non essential amino acids (Gibco), 1 mM 
sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), and 10 mM Hepes (Gibco) 
and IL-2 for 4-6 days before RNA was prepared. 

To obtain B cells, tonsils were procured from NDRI. The tonsil was cut up with sterile 
dissecting scissors and then passed through a sieve. Tonsil cells were then spun down and 
10 resupended at 10 6 cells/ml in DMEM 5% FCS (Hyclone), 100 uM non essential amino acids 
(Gibco), 1 mM sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10* 5 M (Gibco), and 10 mM 
Hepes (Gibco). To activate the cells, we used PWM at 5 ug/ml or anti-CD40 (Pharmingen) at 
approximately 10 ug/ml and IL-4 at 5-1 0 ng/ml. Cells were harvested for RNA preparation at 
24,48 and 72 hours. 

1 5 To prepare the primary and secondary Thl/Th2 and Trl cells, six-well Falcon plates 

were coated overnight with 10 ug/ml anti-CD28 (Pharmingen) and 2 ng/ml OKT3 (ATCC), 

and then washed twice with PBS. Umbilical cord blood CD4 lymphocytes (Poietic Systems, 

s 6 

German Town, MD) were cultured at 10 -10 cells/ml in DMEM 5% FCS (Hyclone), 100 uM 
non essential amino acids (Gibco), 1 mM sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10* 

20 5 M (Gibco), 1 0 mM Hepes (Gibco) and IL-2 (4 ng/ml). IL-12 (5 ng/ml) and anti-IL4 (1 

□g/ml) were used to direct to Thl, while IL-4 (5 ng/ml) and anti-IFN gamma (1 Dg/ml) were 
used to direct to Th2 and EL- 10 at 5 ng/ml was used to direct to Trl. After 4-5 days, the 
activated Thl, Th2 and Trl lymphocytes were washed once in DMEM and expanded for 4-7 
days in DMEM 5% FCS (Hyclone), 100 uM non essential amino acids (Gibco), 1 mM sodium 

25 pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), 10 mM Hepes (Gibco) and IL-2 (1 
ng/ml). Following this, the activated Thl, Th2 and Trl lymphocytes were re-stimulated for 5 
days with anti-CD28/OKT3 and cytokines as described above, but with the addition of anti- 
CD95L (1 Dg/ml) to prevent apoptosis. After 4-5 days, the Thl, Th2 and Trl lymphocytes 
were -washed and then expanded again with IL-2 for 4-7 days. Activated Thl and Th2 

30 lymphocytes were maintained in this way for a maximum of three cycles. RNA was prepared 
from primary and secondary Thl, Th2 and Trl after 6 and 24 hours following the second and 
third activations with plate bound anti-CD3 and anti-CD28 mAbs and 4 days into the second 
and third expansion cultures in Interleukin 2. 
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The following leukocyte cells lines were obtained from the ATCC: Ramos, EOL-1, 
KU-812. EOL cells were further differentiated by culture in 0.1 mM dbcAMP at 5 xlO 5 
cells/ml for 8 days, changing the media every 3 days and adjusting the cell concentration to 5 
xlO 5 cells/ml. For the culture of these cells, we used DMEM or RPMI (as recommended by 
the ATCC), with the addition of 5% FCS (Hyclone), 100 uM non essential amino acids 
(Gibco), 1 mM sodium pyruvate (Gibco), mercaptoethanol 5.5 x 10" 5 M (Gibco), 10 mM 
Hepes (Gibco). RNA was either prepared from resting cells or cells activated with PMA at 10 
ng/ml and ionomycin at 1 ng/ml for 6 and 14 hours. Keratinocyte line CCD106 and an airway 
epithelial tumor line NCI-H292 were also obtained from the ATCC. Both were cultured in 
DMEM 5% FCS (Hyclone), 100 uM non essential amino acids (Gibco), 1 mM sodium 
pyruvate (Gibco), mercaptoethanol 5.5 x 10* 5 M (Gibco), and 10 mM Hepes (Gibco). 
CCD 1 106 cells were activated for 6 and 14 hours with approximately 5 ng/ml TNF alpha and 
1 ng/ml IL-1 beta, while NCI-H292 cells were activated for 6 and 14 hours with the following 
cytokines: 5 ng/ml EL-4, 5 ng/ml IL-9, 5 ng/ml IL-1 3 and 25 ng/ml IFN gamma. 

For these cell lines and blood cells, RNA was prepared by lysing approximately 10 7 
cells/ml using Trizol (Gibco BRL). Briefly, 1/10 volume of bromochloropropane (Molecular 
Research Corporation) was added to the RNA sample, vortexed and after 10 minutes at room 
temperature, the tubes were spun at 14,000 rpm in a Sorvall SS34 rotor. The aqueous phase 
was removed and placed in a 15 ml Falcon Tube. An equal volume of isopropanol was added 
and left at -20 degrees C overnight. The precipitated RNA was spun down at 9,000 rpm for 
15 min in a Sorvall SS34 rotor and washed in 70% ethanol. The pellet was redissolved in 300 
ul of RNAse-free water and 35 ul buffer (Promega) 5 ul DTT, 7 ul RNAsin and 8 ul DNAse 
were added. The tube was incubated at 37 degrees C for 30 minutes to remove contaminating 
genomic DNA, extracted once with phenol chloroform and re-precipitated with 1/10 volume 
of 3 M sodium acetate and 2 volumes of 100% ethanol. The RNA was spun down and placed 
in RNAse free water. RNA was stored at -80 degrees C. 

Panels CNSD.01, CNS_1 and CNS_1.1 

The plates for Panel CNSD.01, CNS_1 and CNS1.1 include two control wells and 94 
test samples comprised of cDNA isolated from postmortem human brain tissue obtained from 
the Harvard Brain Tissue Resource Center. Brains are removed from calvaria of donors 
between 4 and 24 hours after death, sectioned by neuroanatomists, and frozen at -80°C in 
liquid nitrogen vapor. All brains are sectioned and examined by neuropathologists to confirm 
diagnoses with clear associated neuropathology. 
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Disease diagnoses are taken from patient records. The panel contains two brains from 
each of the following diagnoses: Alzheimer's disease, Parkinson's disease, Huntington's 
disease, Progressive Supermiclear Palsy, Depression, and "Normal controls". Within each of 
these brains, the following regions are represented: cingulate gyrus, temporal pole, globus 
5 palladus, substantia nigra, Brodman Area 4 (primary motor strip), Brodman Area 7 (parietal 
cortex), Brodman Area 9 (prefrontal cortex), and Brodman area 17 (occipital cortex). Not all 
brain regions are represented in all cases; e.g., Huntington's disease is characterized in part by 
neurodegeneration in the globus palladus, thus this region is impossible to obtain from 
confirmed Huntington's cases. Likewise Parkinson's disease is characterized by degeneration 
10 of the substantia nigra making this region more difficult to obtain. Normal control brains were 
examined for neuropathology and found to be free of any pathology consistent with 
neurodegeneration. 

In the labels employed to identify tissues in the CNS panel, the following abbreviations 
15 are used: 

PSP = Progressive supranuclear palsy 

Sub Nigra = Substantia nigra 

Glob Palladus= Globus palladus 

Temp Pole = Temporal pole 
20 Cing Gyr = Cingulate gyrus 

BA 4 = Brodman Area 4 



Panel CNS_Neurodegeneration_V1.0 

The plates for Panel CNS_Neurodegeneration_V1.0 include two control wells and 47 
25 test samples comprised of cDNA isolated from postmortem human brain tissue obtained from 
the Harvard Brain Tissue Resource Center (McLean Hospital) and the Human Brain and 
Spinal Fluid Resource Center (VA Greater Los Angeles Healthcare System). Brains are 
removed from calvaria of donors between 4 and 24 hours after death, sectioned by 
neuroanatomists, and frozen at -80°C in liquid nitrogen vapor. All brains are sectioned and 
30 examined by neuropathologists to confirm diagnoses with clear associated neuropathology. 

Disease diagnoses are taken from patient records. The panel contains six brains from 
Alzheimer's disease (AD) pateins, and eight brains from "Normal controls" who showed no 
evidence of dementia prior to death. The eight normal control brains are divided into two 
categories: Controls with no dementia and no Alzheimer's like pathology (Controls) and 
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controls with no dementia but evidence of severe Alzheimer's like pathology, (specifically 
senile plaque load rated as level 3 on a scale of 0-3; 0 = no evidence of plaques, 3 = severe AD 
senile plaque load). Within each of these brains, the following regions are represented: 
hippocampus, temporal cortex (Broddmann Area 21), parietal cortex (Broddmann area 7), and 
occipital cortex (Brodmann area 17). These regions were chosen to encompass all levels of 
neurodegeneration in AD. The hippocampus is a region of early and severe neuronal loss in 
AD; the temporal cortex is known to show neurodegeneration in AD after the hippocampus; 
the parietal cortex shows moderate neuronal death in the late stages of the disease; the 
occipital cortex is spared in AD and therefore acts as a "control" region within AD patients. 
Not all brain regions are represented in all cases. 

In the labels employed to identify tissues in the CNS__Neurodegeneration_V1.0 panel, 
the following abbreviations are used: 

AD = Alzheimer's disease brain; patient was demented and showed AD-like pathology 
upon autopsy 

Control = Control brains; patient not demented, showing no neuropathology 

Control (Path) = Control brains; pateint not demented but showing sever AD-like 

pathology 

SupTemporal Ctx = Superior Temporal Cortex 
Inf Temporal Ctx = Inferior Temporal Cortex 

NO VI: AJLPHA-2-MACROGLOBUUN 

Expression of the NOV1 gene (SC_78316254_A) was assessed using the primer-probe 
sets Agl 1 80 and Agl3 12, described in Table 13. Results from RTQ-PCR runs are shown in 
Tables 14, 15, 16, 17, 18 and 19. 

Table 13. Probe Name Agll80/Agl312 (Identical Sequence) 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 > - CCTGGAAATAGGGTACCAGAAG- 3 1 


59 


22 


3027 


149 


Probe 


FAM- 5 1 ACACAGCAATGG CTCATACAGTGC CT - 
3 » -TAMRA 


68.9 


26 


3063 


150 


Reverse 


5 ' -TCAGCCATGTGTTTCCATTT-3 1 


59 


20 


3105 


151 j 



Table 14 . Panel 1.2 



Tissue Name 



Relative Relative 
Expression(%) | Expressionf%) 1 
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1 2tml392f 


1 2tml998f 

X • ^ i- 11 1 A 7701 




a g 1180 


agllSO 


Endothelial cells 


0.0 


0.0 


Heart (fetal) 


0.0 


0.0 


Pancreas 


0.0 


0.0 


Pancreatic ca. CAP AN 2 


1.0 


2.6 


Adrenal Gland (new lot*) 


0.0 


0.0 


Thyroid 


0.0 


0.0 


Salivary gland 


1.7 


7.6 


Pituitary gland 


0.2 


0.0 


Brain (fetal) 


0.1 


0.0 


Brain (whole) 


0.6 


0.4 


Brain (amygdala) 


0.8 


1.1 


Brain (cerebellum) 


0.0 


0.1 


Brain (hippocampus) 


1.1 


2.6 


Brain (thalamus) 


0.3 


1.4 


Cerebral Cortex 


2.3 


4.7 


Spinal cord 


3.0 


1.2 


CNS ca. (glio/astro) U87-MG 


0.0 


0.0 


CNS ca. (glio/astro) U-118-MG 


0.0 


0.0 


CNS ca. (astro) SW1783 


0.0 


0.0 


CNS ca.* (neuro; met ) SK-N-AS 


0.0 


0.0 


CNS ca. (astro) SF-539 


0.0 


0.0 


CNS ca. (astro) SNB-75 


0.0 


0.0 


CNS ca. (glio) SNB-19 


0.0 


0.0 


CNS ca. (glio) U251 


0.0 


0.0 


CNS ca. (glio) SF-295 


0.0 


0.0 


Heart 


0.0 


0.2 


Skeletal Muscle (new lot*) 


5.4 


0.0 


Bone marrow 


0.0 


0.0 


Thymus 


0.5 


0.5 


Spleen 


0.0 


0.0 


Lymph node 1 


0.0 


0.0 


Colorectal 


0.0 


0.0 


Stomach 


4.5 


2.1 


Small intestine 


0.0 


0.0 


Colon ca. S W480 


0.0 


0.0 


Colon ca.* (SW480 met)SW620 


0.0 


0.0 


Colon ca. HT29 


0.0 


0.0 


Colon ca. HCT-116 


0.0 


0.0 


Colon ca. CaCo-2 


0.0 


0.0 


83219 CC Well to Mod Diff(OD03866) 


0.0 


0.0 


Colon ca. HCC-2998 


0.0 


0.0 


Gastric ca.* (liver met) NCL-N87 


100.0 


100.0 


Bladder 


0.0 


0.0 


Trachea 


1.1 


0.2 
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Kidney 


0.0 


! o.o ■ 


Kidney (fetal) 


0.0 


! o.o 


Renal ca. 786-0 


0.0 


I 0.0 


Renal ca. A498 


0.0 


1 o.o j 


Renal ca. RXF 393 


0.0 


I 0.0 


Renal ca. ACHN 


0.0 


1 o.o 


Renal ca. UO-31 


0.0 


! o.o 


Renal ca. TK-10 


0.0 


I 0.0 | 


Liver 


0.0 


> 0.0 


Liver (fetal) 


0.0 


! o.o 1 


Liver ca. (hepatoblast) HepG2 


0.0 


! o.o i 


Lung 


0.0 


0.0 { 


Lung (fetal) 


0.0 


0.0 


Lung ca. (small cell) LX-1 


0.0 


0.0 


Lung ca. (small cell) NCI-H69 


0.0 


! o.o ! 


Lung ca. (sxell var.) SHP-77 


0.0 


! o.o ! 


Lung ca. (large cell)NCI-H460 


0.0 


i o.o ) 


Lung ca. (non-snx cell) A549 


0.0 


j o.o i 


Lung ca. (non-s.cell) NCI-H23 


0.0 


i o.o 


Lung ca (non-s.cell) HOP-62 


0.0 


o.o 


Lung ca. (non-s.cl) NCI-H522 


0.0 


0.1 I 


Lung ca. (squam.) SW 900 


0.0 


o.o I 


Lung ca. (squam.) NCI-H596 


0.0 


o.o I 


Mammary gland 


1.1 


1.8 


Breast ca.* (pi. effusion) MCF-7 


0.0 


0.0 


Breast ca.* (pl.ef) MDA-MB-231 


0.0 


o.o 1 


Breast ca.* (pi. effusion) T47D 


0.0 


0.0 


Breast ca. BT-549 


0.0 ! 


0.0 


Breast ca. MDA-N 


o.o ! 


0.0 | 


Ovary 


o.i ! 


0.3 


Ovarian ca. OVCAR-3 


0.2 1 


0.2 | 


Ovarian ca. OVCAR-4 


0.0 I 


o.o 1 


Ovarian ca. OVCAR-5 


0.0 


0.0 | 


Ovarian ca. OVCAR-8 


0.0 


o.o ! 


Ovarian ca. IGRO V- 1 


0.0 


0.2 j 


Ovarian ca.* (ascites) SK-OV-3 


0.0 


0.0 


Uterus 


0.0 


0.2 I 


Placenta 


1.6 


0.4 


Prostate 


0.4 


1.4 I 


Prostate ca.* (bone met)PC-3 


0.0 


0.0 


Testis 


4.0 


0.7 


Melanoma Hs688(A).T 


0.0 | 


0.0 ! 


Melanoma* (met) Hs688(B).T 


0.0 j 


o.o I 


rvieianoma uah^w 


0.0 t 


o.o i 


Melanoma M14 


o.o 1 


o.o 1 



197 



< 

WO 02/29058 



PCT/US01/31248 



Melanoma LOX IMVI 


0.0 


0.0 


Melanoma* (met) SK-MEL-5 


0.0 


0.0 



Table 15. Panel 1.3D 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


jveiaiive 
Expression(%) 


13dx4tm5588 
f_agll80 a2 


13dx4tm5588 
f_agll80_a2 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 2 


11.3 


Renal ca. A498 


0.0 


Adrenal gland 


0.0 


Renal ca. RXF 393 


0.0 


Thyroid 


1.6 


Renal ca. ACHN 


0.0 


Salivary gland 


7.6 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.8 


Renal ca. TK-10 


0.0 


Brain (fetal) 


4.5 


Liver 


0.0 


Brain (whole) 


8.9 


Liver (fetal) 


0.0 


Brain (amygdala) 


22.7 


Liver ca. (hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


8 


Lung 


0.0 


Brain (hippocampus) 


4.9 


Lung (fetal) 


0.9 


Brain (substantia nigra) 


1.9 


Lung ca. (small cell) LX-1 


0.0 


Brain (thalamus) 


6.7 


Lung ca. (small cell) NCI-H69 


0.0 


Cerebral Cortex 


6.8 


Lung ca. (s.cell var.) SHP-77 


0.0 


Spinal cord 


47.6 


Lung ca. (large cell)NCI-H460 


0.0 


CNS ca. (glio/astro) U87-MG 


0.0 


Lung ca. (non-sm. cell) A549 


0.0 


CNS ca. (glio/astro) U-l 18-MG 


0.0 


Lung ca. (non-s.cell) NCI-H23 


0.0 


CNS ca. (astro) SW1783 


0.0 


Lung ca (non-s.cell) HOP-62 


0.0 


CNS ca * (neuro; met ) SK-N-AS 


0.0 


Lung ca. (non-s.cl) NCI-H522 


0.0 1 


CNS ca. (astro) SF-539 


0.0 


Lung ca. (squam.) SW 900 


0.0 


CNS ca. (astro) SNB-75 


0.0 


Lung ca. (squam.) NCI-H596 


0.0 


CNS ca. (glio) SNB-19 


0.0 


Mammary gland 


3.0 


CNS ca. (glio)U251 


0.0 


Breast ca.* (pL effusion) MCF-7 


0.9 


CNS ca. (glio) SF-295 


0.0 


Breast ca.* (pl.ef) MDA-MB-231 


0.0 


Heart (fetal) 


0.0 


Breast ca.* (pi. effusion) T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Fetal Skeletal 


0.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.9 


Ovary 


2.5 


Bone marrow 


0.0 


Ovarian ca. OVCAR-3 


0.2 


Thymus 


14 


Ovarian ca. OVCAR-4 


0.0 


Spleen 


1.4 


Ovarian ca. OVCAR-5 


0.0 


Lymph node 


0.0 


Ovarian ca. OVCAR-8 


0.0 


Colorectal 


0.0 


Ovarian ca. IGROV-1 


0.0 


Stomach 


17.8 


Ovarian ca.* (ascites) SK-OV-3 


0.3 


Small intestine 


0.0 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Placenta 


11.3 
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Colon ca.* (SW480 met)SW620.0 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone met)PC-3 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


17.1 


Colon ca. CaCo-2 


0.0 


Melanoma Hs688(A).T 


0.0 


83219 CC Well to Mod Diff 
(OD03866) 


0.0 


Melanoma* (met) Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC-62 


0.9 


Gastric ca.* (liver met) NCI-N87 


100 


Melanoma M 14 


0.0 


Bladder 


0.0 


Melanoma LOX IMVI 


0.0 


Trachea 


7.6 


Melanoma* (met) SK-MEL-5 


0.0 


Kidney 


0.4 


Adipose 


0.0 


Table 16. Panel 2D 






Relative 
Expression(%) 




Relative 
Expression(% > 


Tissue Name 


2dx4tm4715f a 
gll80 a2 


Tissue Name 


2dx4tm4715f a 
gll80 a2 


Normal Colon GENPAK 061003 


0.1 


Kidney NAT Clontech 8 120608 


0.0 


832 19 CC Well to Mod Diff 
(OD03866) 


0.1 


Kidney Cancer Clontech 8120613 


0.0 


83220 CC NAT (OD03866) 


0.0 


Kidney NAT Clontech 8120614 


0.0 


8322 1«CC Gr.2 rectosigmoid 
(OD03868) 


0.0 


Kidney Cancer Clontech 9010320 


0.0 


83222 CC NAT (OD03868) 


0.0 


Kidnev NAT Plrmtprh Qfi1 CWy\ 


! 0.0 


83235 CC Mod Diff (ODO3920) 


0.0 


Normal Uterus GENPAK 061018 


0.0 


83236 CC NAT (ODO3920) 


0.0 


Uterus Cancer GENPAK 06401 1 


0.4 


83237 CC Gr.2 ascend colon 
(OD03921) 


0.0 


formal Thyroid Clontech A+ 
6570-1 


0.4 


83238 CC NAT (OD03921) 


0.0 


Thyroid Cancer GENPAK 064010 


0.0 


83241 CC from Partial 
Hepatectomy (ODO4309) 


0.0 


Thyroid Cancer INVITROGEN 
A302152 


0.0 


83242 Liver NAT (ODO4309) 


0.0 


Thyroid NAT INVITROGEN 
A302153 


0.0 


87472 Colon mets to lung 
(OD04451-01) 


0.0 


Normal Breast GENPAK 061019 


0.1 


87473 Lung NAT (OD04451-02} 


0.0 


84877 Breast Cancer (OD04566) 


0.0 


Normal Prostate Clontech A+ 
6546-1 


3.3 


B5975 Breast Cancer (OD04590- 


0.0 


84140 Prostate Cancer (OD044 10) 


0.0 


35976 Breast Cancer Mets 
OD04590-03) 


0.0 


84141 Prostate NAT (OD04410) 


0.6 ( 


57070 Breast Cancer Metastasis 
OD04655-05) 


0.0 


87073 Prostate Cancer (OD04720- 
01) 


0.5 < 


3ENPAK Breast Cancer 064006 


1.2 


87074 Prostate NAT (OD04720- 
02) 


0.8 I 


3reast Cancer Res. Gen. 1024 


0.0 


Normal Lung GENPAK 061010 


0.1 I 


Breast Cancer Clontech 9100266 


0.0 


83239 Lung Met to Muscle 
(OD04286) 


0.0 I 


Breast NAT Clontech 9100265 


0.0 


83240 Muscle NAT (OD04286) 


I 

0.0 / 


Breast Cancer INVITROGEN 
^209073 


0.2 


84136 Lung Malignant Cancer 


o.o (e 


Sreast NAT INVITROGEN 


0.1 
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(OD03126) 




A2090734 




84137 Lung NAT (OD03126) 


0.0 


Normal Liver GENPAK 061009 


0.0 


84871 Lirne Panrer ^01)04404^ 


; loj 


i_/iver cancer oiijNJr ais. uo4UOo 


0.0 


84872 Lune NAT (0^04404^ 


0 0 
v/.v 


Liver Cancer Research Genetics 

DMA IftO^ 


i A A 

0.0 


84875 Lune Cancer rOD04565^ 


0 1 

\J. X 


Liver Cancer Research Genetics 


A A 
0.0 


84876 Lune NAT fOD04565^ 


\J.\J 


Paired Liver Cancer Tissue 
xvcbcdxcn vjenencs x\J.n/v ouLKf- 1 


A A 

0.0 


85950 Lunff Cancer (OVi(Wy\l -Ci\ i 


o a 


Paired Liver Tissue Research 

VjencTlCS IxIN/V OUU^-IN 


A n 

0.0 


85970 Lune NAT f 0004237-02^ 


n a 


Paired Liver Cancer Tissue 
ixesearcn vjenencs kjna ouuj- 1 


A A 

0.0 


83255 Ocular Mel Met to Liver 
(ODO4310) 


0.1 


Paired Liver Tissue Research 
Genetics RNA 6005-N 


0.0 


83256 Liver NAT (OD043 1 (Y\ 


a n 


rNOrmai oiauaer LilixNr'AJ\. OolOOl 


0.0 


84139 Melanoma Mets to Lung 
(OD04321) 


O 0 


Bladder Cancer Research Genetics 

"DXT A 1AOO 


A A 

0.0 


84138 Lune NAT COD04321 1 


a n 


Bladder Cancer INV1TROGEN 


13.0 


Normal Kidnev GENPAK 061008 


A 0 

V/.V 


87071 Bladder Cancer (OD04718- 

A1% 


A Z" 

0.6 


83786 Kidney Ca, Nuclear grade 2 
(OD04338) 


0.0 


87072 Bladder Normal Adjacent 
(OD04718-03) \ 


0.0 


83787 Kidnev NAT fOD04338 1 


a a 


Normal Ovary Res. Gen. 


0.0 


83788 Kidney Ca Nuclear grade 
1/2 (OD04339} 


a a 


uvanan cancer OUXnx'AK. Uo400o 


0.8 


83789 Kidnev NAT f r OD043^9 , > 


a a 


87492 Ovary Cancer (OD04768- 

A7i 
V/) 


100 


83790 Kidney Ca, Clear cell type 
(OD04340) 




Hvonf \TAT /"/^T^A/n^CO AO\ 

o /HyD vjvary jnai (kjijuQ /oo-uo) 


0.0 


83791 Kidnev NAT YOD04340i 


A 0 


Normal Stomach GENPAK 

UOItrl / 


0.0 


83792 Kidney Ca, Nuclear grade 3 
(OD04348) 


0.0 


Gastric Cancer Clontech 9060358 


0.0 


83793 Kidnev NAT f OD0434Sn 


ft A 


lnai oiomacn dontecn yuo0359 


0.0 


87474 Kidney Cancer (OD04622- 
01) 


0.0 


Gastric Cancer Clontech 9060395 


0.2 


87475 Kidnev NAT f O'DA46??-0'tt 


ft A 


NAl otomacn Llontecn 9060394 


0.0 


85973 Kidney Cancer (OD04450- 
01) 


0.0 


Gastric Cancer Clontech 9060397 


0.1 


85974 Kidney NAT ( OD04450-03 , 


0.0 


NAT Stomach Clontech 9060396 


0.0 


Kidney Cancer Clontech 8120607 


0.0 


Ciastric Cancer GENPAK 064005 


o.o i 



Table 17 Panel 2.2 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


2.2x4tm6329f a 
gll80 al 


2.2x4tm6329f a 
gll80 al 


Normal Colon GENPAK 061003 


0.0 


83793 Kidney NAT (OD043481 


0.0 


97759 Colon cancer (OD06064) 


5.0 


98938 Kidney malignant cancer 
(OD06204B) 


0.4 


97760 Colon cancer NAT 
(OD06064) 


1.6 


98939 Kidney normal adjacent 
tissue (OD06204E) 


0.0 



200 



WO 02/29058 



97778 Colon cancer (OD06159i 


0 0 


85973 Kidney Cancer (OD04450- 


u.u 


97779 Colon cancer NAT 
(OD06159) 


0.0 


85974 Kidney NAT (OD04450-03' 


> i.i 


98861 Colon cancer (OD06297-041 


I o.O 


rviuiiv jr v^aiiird V^KJiilC^Xi 0 1 Z. UO x o 


o o 
u.u 


98862 Colon cancer NAT 
(OD06297-015) 


0 0 




o n 


83237 CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer Clontech 9010320 


0.0 


83238 CC NAT (OD03921) 


0 0 


fvidnp.v TsJAT Plnnfprfi 0010^91 


1 O 
X.U 


97766 Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer Clontech 8120607 


0.0 


97767 Lung NAT (OD06104) 


0.0 


K"iHrif»v NAT Plnntprh R 1 90f\OQ 


O O 
U.U 


87472 Colon mets to lung 
(OD04451-01) 


0.0 


Normal Uterus GENPAK 061018 


3.4 


87473 Lung NAT (OD04451-02) 


0 0 

V/.Vr 


U LCI lib V^tOCCr vJX_»iN L /VJV V/OHU1 1 


U.U 


Normal Prostate Clontech A+ 
6546-1 (8090438) 


0.0 


Normal Thyroid Clontech A+ 
6570-1 (7080817) 


0.0 


84140 Prostate Cancer fOD04410^ 


0 0 

V/.V 


Ttivr/viri P^nrpr dTitsTO AV A^/1A1 A 

xxiyxuxu Saucer v_jxz.rN jtj\js~ uo*fUxU 


A A 
U.U 


84141 Prostate NAT (OD04410) 


1 3 


Thyroid Cancer liWITROGEN 
A^09 1 *59 


A A 
U.U 


Normal Ovary Res. Gen. 


1 9 


Thyroid NAT INVITROGEN 

A^091 SI 


A A 

U.U 


98863 Ovarian cancer (OD06283- 

03) 

> 


0 0 


Mnrma 1 Rr<*5i ct fS'PMP A V f\A 1 A1Q 
iNumiai oicdbl UHINr/VIV UOXUiy 


A A 

U.U ! 


98865 Ovarian cancer 
NAT/fallopian tube (OD06283-07) 


0.0 


84877 Breast Cancer (OD04566) 


0.0 


Ovarian Cancer GENPAK 06400R 


8 2 


Dicooi v/diiccr ives. vjen. xuz*t 


U.U 


97773 Ovarian cancer (OD06145) 


0.0 


85975 Breast Cancer (OD04590- 
ux; 


A A 

U.U 


97775 Ovarian cancer NAT 
(OD06145) 


0.0 


85976 Breast Cancer Mets 


A A 

U.U 


98853 Ovarian cancer (OD06455- 
03) 


5 5 


87070 Breast Cancer Metastasis 


0.4 


98854 Ovarian NAT (OD06455- 
07) Fallopian tube 


0.0 


GENPAK Breast Cancer 064006 


12.1 


Normal Lune GENPAK 06 1 0 1 0 


0 0 

V/.V 


oreasi cancer i^iontecn y xuuzoo 


A A 

0.0 ! 


92321 Invasive poor difT. lung 
adeno (ODO4945-01 


9 6 


oreasi imi v^ioniecn yiuuzoj 


A A 

U.U 


92338 Lung NAT CODO4945-03^ 


0 0 


Breast Cancer INVITROGEN 


A 1 

U.3 


84136 Lung Malignant Cancer 
(OD03126) 


0.0 


Breast NAT INVITROGEN 
A2090734 


0.0 


84 1 37 Lune NAT COD03 1 26^ 


0 7 

v. / 


y / /\>o xjicasx cancer ^l/uuouoo J 


1 Q 


90372 Lung Cancer (OD05014A) 


0.0 


97764 Breast cancer node 
metastasis (OD06083) 


0.0 


90373 Lung NAT (OD05014B) 


0.0 


Sjnrmfll T i\ra r fTPXTDAV 0#^10AO 

i>uxiii<ii j-»iver oXwiNjrAJSk. uoiuuy 


A O 
U.Z 


97761 Lung cancer (OD06081) 


5 9 


Liver Cancer Research Genetics 


A A 
U.U 


97762 Lung cancer NAT 
(OD06081) 


] 

0.0 ] 


Liver Cancer Research Genetics 


1 A 
X.U 


85950 Lung Cancer (OD04237-01) 


] 

0.0 ] 


5 aired Liver Cancer Tissue 
vcbcdiuii oenciics i\jn/\ ouu*f- x 




85970 Lung NAT (OD04237-02) 


3 

0.0 < 


Paired Liver Tissue Research 
jenetics RNA 6004-N 


0.0 


83255 Ocular Mel Met to Liver 


0.0 1 


^aired Liver Cancer Tissue 


0.0 
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(ODO4310) 




Research Genetics RNA 6005-T 




ojZjo .Liver inai lwj 


A A 
U.U 


Paired Liver Tissue Research 
vjrenetics KIN A oUUj-N 


0.5 


84139 Melanoma Mets to Lung 
(OD04321) 


0.0 


Liver Cancer GENPAK 064003 


0.5 


53/11 1ST nnn XT A T /OF* A/1 a O 1 "\ 


A A 


Normal Bladder OJbNJrAJv UolUUl 


0.0 


XTrvn-rtol "f-i/lTXw f"i"CXTT> A V A/C1AA© 

iNormai jvianey ijiiJN.r ajv uoiuuo 


A A 
U.U 


Bladder Cancer Research Genetics 
KJNA 1U23 


0.0 


83786 Kidney Ca, Nuclear grade 2 

yyJUVHD jo) 


A A 
U.U 


Bladder Cancer INVITROGEN 


100.0 




A A 
U.U 


Normal Stomach GENPAK 
A<1 ai n 


1.6 


83788 Kidney Ca Nuclear grade 
1/2 (OD04339) 


0.4 


Gastric Cancer Clontech 9060397 


0.0 i 


6.5 /oy Jvianey jniai 


A A 
U.U 


NAT Stomach Clontech 9060396 . 


0.0 


83790 Kidney Ca, Clear cell type 
(OD04340) 


0.0 


Gastric Cancer Clontech 9060395 


2.3 


oj iy i jvianey ana i v.vjjl/uh^'IU 7 


A A 
U.U 


jnai otomacn dontecn yuoujy4 


1.9 


83792 Kidney Ca, Nuclear grade 3 
(OD04348) 


0.0 


Gastric Cancer GENPAK 064005 


0.0 


Table 18. Panel 3D 


Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


3dtm4779f 
agll80 


3dtm4779f 
agll80 


94905_Daoy_Medulloblastoma/Ce 
rebellum sscDNA 


0 


94954_Ca Ski Cervical 
epidermoid carcinoma 


A 

u 


94906JTE67 l__Medulloblastom/Ce 
rebellum sscDNA 


0 


94955 JES-2_Ovarian clear cell 
carcinoma sscDNA 


0 


94907_D283 

Med_Medulloblastoma/Cerebellum 
sscDNA 


0 


94957_Ramos/6h stim_ Stimulated 
with PMA/ionomycin 6h_sscDNA 


0 


94908_PFSK-l_Prirnitive 
Neuroectodermal/Cerebellum ssc 
DNA 


0 


94958_Ramos/14h stim_ 
Stimulated with PMA/ionomycin 
14h sscDNA 


0 


94909 XF-498 CNS sscDNA 


0.0 


94962 MEG-0 l_Chronic 
myelogenous leukemia 
(megokaryoblast)_sscDNA 


0.0 


94910JSNB- 

78 CNS/glioma sscDNA 


0.0 


94963 JRaji_Burkitt's 
lymphoma_sscDNA 


0.0 


9491 1_SF- 

268_CNS/glioblastoma sscDNA 


0.0 


94964_Daudi_Burkitt , s 
lymphoma sscDNA 


0.0 


94912 T98G Glioblastoma sscD 
NA 


0.0 


94965 JJ266JB-cell 
plasmacytoma/myeloma sscDNA 


0.0 


96776_SK-N-SH_Neuroblastorna 
(metastasis) sscDNA 


0.0 


94968 J3A46JBurkitt , s 
lymphoma sscDNA 


0.0 1 


94913_SF- 

295 CNS/glioblastoma sscDNA 


0.0 


94970 Jtf^non-Hodgkin's B-cell 
lymphoma sscDNA 


0.0 


94914 Cerebellum sscDNA 


2.4 


94972_JMl_pre-B-cell 
lymphoma/leukemia sscDNA 


0.0 


96777 Cerebellum sscDNA 


0.5 


94973 JurkatJT cell 
leukemia sscDNA 


0.0 


94916JNCI- 

H292 Mucoepiderrnoid lung 


0.0 


94974 JTF- 

1 Erythroleukemia sscDNA 


0.0 
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carcinoma_sscDNA 








94917JDMS-1 14_Small ceU lung 
cancer sscDNA 


0.0 


94975_HUT 78_T-cell 

lvmnhoma ccpTYNA 


A A 

u.u 


949 1 8_DMS-79_Small cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94977_U937_Histiocytic 
lvmnhoma virTYMA 


a a 
u.u 


94919_NCI-H146_Srnall cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94980_KU-8 1 2 ^Myelogenous 
leulcemia <sq(*T)NA 

lvLUVvliliU ddvi/ll/\ 


a ^ 

U.3 


94920 J4CI-H526_Small cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94981 J769-P_Clear cell renal 

f*fiTf*iTioiTm ccr»l"YWA 


n a 
u.u 


94921 J*CI-N417_Small ceU lung 
cancer/neuroendocrine sscDNA 


0.0 


94983_Caki-2_Clear cell renal 

carcinoma QcrTYWA 


n a 
u.u 


94923 JSTCI-H82_Small cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94984_SW 839_Clear cell renal 

narrinnma ccr*TYWA 


a a 
u.u 


94924 J*CI-H157_Squarnous cell 
lung cancer (metastasis) sscDNA 


0.0 


94986J3401Jtfilms' 
tumor sscDNA 


0.0 


94925 NCI-H1155 Laree cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


y**yo /_xis / oo i _rancreatic 
carcinoma (LN 
metastasis) sscDNA 


0.0 


94926 NCI-H12Q9 Larc?e cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


y*+y o o v^/\jr /viN - 1 r ancreauc 

adenocarcinoma (liver 
metastasis) sscDNA 


2.3 


94927_NCI-H727_Lung 
carcinoid sscDNA 


0.0 


"Hyo uoo. oo__.r ancreatic 
carcinoma (liver 

mptnctfldc^ ccr*TYKT A 

lUC l«o toolo J aovl/i^/\ 


U.Z 


94928_NCI-UMC-1 lLung 
carcinoid sscDNA 


0.3 


94990_BxPC-3_Pancreatic 

HUvUVvfUvlilUllJu OdvlylN/\ 


U.3 


94929_LX-l_Small cell lung 
cancer sscDNA 


0.0 


94991_HPAC_Pancreatic 

aH<*tifw*JiTr*iTir*'mn ccf'T'VKTA 


4 o 


94930_Colo-205_Colon 
cancer sscDNA 


0.0 


94992 JVUA PaCa-2_Pancreatic 

r.arrinnma c c pTYW A 


a n 
u.u 


94931JCM12_Colon 
cancer sscDNA 


100.0 


94993J3FPAC- 1 JPancreatic 
ductal adenocarcinoma sscDNA 


0.0 


94932_KM20L2_Colon 
cancer sscDNA 


0.0 


Q/lOO/l DAMP 1 D n ~%s-.~^„.4-:~ 

y^yy^_rAXNi^.- ancreatic 
epithelioid ductal 

r* o yv* i ti tn 3 cc/*TYNTA 


a a 
u.u 


94933_NCI-H71 6_Colon 
cancer sscDNA 


0.0 


94996_T24_Bladder carcinma 


s 

U.U 


94935 JSW-48_Colon 
adenocarcinoma sscDNA 


0.0 


94997_5637_Bladder 

parfinnmn ccr"TVM A 




94936_SW1116_Colon 
adenocarcinoma sscDNA 


1.3 


94998_HT-1 197JBladder 
carcinoma sscDNA 


2.6 


94937_LS 174T_Colon 
adenocarcinoma sscDNA 


0.0 


7** y yy_u JVi- u i^-3_o ladder 
carcinma (transitional 

f*f*11^ ccr»TYWA 


A A 
U.U 


94938_SW-948_Colon 
adenocarcinoma sscDNA 


0.0 


95000_A204_Rhabdomyosarcorna 

cer»TYNJ A 


A A 
U.U 


94939_SW-480_Colon 
adenocarcinoma sscDNA 


0.0 


95001_HT- 

1 ARA P > fKr'rtCj*r'f*OTinii cc/»TYWA 


A A 
U.U 


94940_NCT-SNU-5_Gastric 
carcinoma sscDNA 


0.0 ( 


?5002_MG-63__Osteosarcoma 
J>one)_sscDNA 


0.0 


94941JCATO m_Gastric 
carcinoma sscDNA 


0.0 


i _Leiomyos arcoma 

vulval ccf*T"^^JA 


A A 
U.U 


94943_NCI-SNU- 1 6_Gastric 
carcinoma sscDNA 


( 

0.0 i 


?5004_SJRH30_Rhabdomyosarco 

lux y 1 11C I WJ UUI1C Uldli UWj SSCL/IN/V 


A A 
U.U 


94944_NCI-SNU- l_Gastric 
carcinoma sscDNA 


( 

0.0 ( 


>5005_A43 l_Epidermoid 
carcinoma sscDNA 


0.0 


94946 JRF-lJ3astric 
adenocarcinoma sscDNA 


< 

0.0 i 


>S007_WM266- 

i Melanoma sscDNA 


0.0 
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94947_RF-48_Gastric 
adenocarcinoma sscDNA 


U.U 


95010JDU 145_Prostate 
carcinoma (brain 
metastasis) sscDNA 


A A 
U.U 


96778_MKN-45_Gastric 
carcinoma sscDNA 


A A 
U.U 


95012_MDA-MB^468JBreast 
adenocarcinoma sscDNA 


U.3 


94949_NCI-N87_Gastric 
carcinoma sscDNA. 


OO.D 


95013_SCC-4_Squamous cell 
carcinoma of tongue_sscDNA 


A O 

4.5 


9495 l_OVCAR-5__Ovarian 
carcinoma sscjlhn.a. 


A A 


95014J5CC-9_Squamous cell 
carcinoma of tongue_sscDNA 


U.U 


94952_RL95-2__Uterine 
carcinoma sscDNA 




9501 5_SCC- 1 5_Squamous cell 




94953 JHelaS3_Cervical 
adenocarcinoma sscDNA 


0.0 


95017_CAL 27_Squamous cell 
carcinoma of tonguesscDNA 


2.4 



Table 19. Panel 4D/4R 



Tissue Name 


Relative Expression(%) 


Relative Expression(%) 


4dtml922f_ 


4rtml957f_ 


4Dtml889 


4Dtml914f_a 

glJlX 


4Rtm2856 


93768 Secondary Thl anti- 
CD28/anti-CD3 


0.0 


0 0 


0 0 


17 R 


n n 


93769_Secondary Th2 anti- 
CD28/anti-CD3 


0 0 
v.v/ 




U.U 


U.U 


U.U 


93770_Secondary Trl_anti- 
CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93573_Secondary 

Thl resting day 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93572_Secondary 

Th2 resting day 4-6 in IL-2 


A A 
U.U 


A A 
U.U 


A A 
U.U 


A A 
U.U 


0.0 


93571_Secondary 

Trl resting day 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93568jprimary Thl_anti- 
CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93569 jrirnary Th2_anti- 
CD28/anti-CD3 


0.1 


0.0 


0.1 


0.0 


0.0 


93570 primary Trl anti- 
CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93565 jrimary Thlresting 
dy 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93566 primary Th2 resting 
dy 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93567_primary Trl_resting 
dy 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93351_CD45RA CD4 
lymphocyte anti-CD28/anti- 
CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93352_CD45RO CD4 
lymphocyte anti-CD28/anti- 
CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93251_CD8 1 

Lymphocytes_anti- 

CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


0.0 


93353_chronic CD8 
Lymphocytes 2ry_resting dy 
4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93574_chronic CD8 
Lymphocytes 2ry_activated 
CD3/CD28 


0.0 


0.0 


0.0 


0.0 


0.0 
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93354 CD4 none 


0.0 


0.0 


0.0 


0.0 


0.0 


93252 Secondary 
Thl/Th2/Trl anti-CD95 
CHI 1 


0.0 


0.0 


0.0 


0.0 


0.4 


93103 LAK cells resting 


0.0 


0.0 


0.0 


0.0 


0.0 


93788 LAK cells IL-2 


0.0 


0.0 


0.0 


0.0 


0.0 


93787 LAK cells IL-2+EL- 
12 


0.0 


0.0 


0.0 


0.0 


0.0 


93789 JLAK ceUs_IL-2-fIFN 
gamma 


0.0 


0.0 


0.0 


0.0 


0.0 


93790 LAK cells IL-2+ IL- 
18 


0.0 


0.0 


0.0 


0.0 


0.0 


93104_LAK 

cells PMA/ionomycin and 
IL-18 


0.0 


0.0 


0.0 


0.0 


0.0 


93578JSTK Cells IL- 
2 resting 


0.0 


0.0 


0.0 


0.0 


0.0 


93109_Mixed Lymphocyte 
Reaction_Two Way MLR 


0.0 


0.0 


0.0 


0.0 


0.0 


93 1 10_Mixed Lymphocyte 
Reaction Two Way MLR 


0.0 


0.0 


0.0 


0.0 


0.0 


93 1 1 l_Mixed Lymphocyte 
Reaction Two Way MLR 


0.0 


0.0 


0.0 


0.0 


0 0 


931 12_Mononuclear Cells 
(PBMCs) resting 


0.0 


0.0 


0.0 


0.0 


0.0 


93113 Mononuclear Cells 
(PBMCs) PWM 


0.0 


0.0 


0.0 


0.0 


0.0 


93114 Mononuclear Cells 
(PBMCs) PHA-L 


0.2 


0.0 


0.0 


0.0 


0.0 


93249 Ramos (B cell) none 


0.0 


0.0 


0.0 


0.0 


0 0 


93250_Ramos (B 
cell) ionomycin 


0.0 


0.0 


0.0 


0.0 


0 0 


93349 JB 

lymphocytes PWM 


0.0 


0.0 


0.0 


0.0 


0.0 


93350_B 

lymphoytes CD40L and IL- 
4 


0.0 


0.0 


0.0 


0.0 


0.3 


92665_EO!>l 

(Eosinophil)__dbcAMP 

differentiated 


0.0 


0.0 


0.0 


0.0 


0.0 


93248_EOL-l 

(Eosinophil)_dbcAMP/PMA 
ionomycin 


0.0 


0.0 


0.0 


0.0 


0.0 


93356 Dendritic Cells none 


0.0 


0.0 


0.0 


0.0 


0.0 


93355_Dendritic CellsJLPS 
100 ng/ml 


0.0 


0.0 


0.0 


0.0 


0.0 


93775 Dendritic Cells anti- 
CD40 


0.0 


0.0 


0.0 


0.0 


0.0 


93774 Monocytes resting 


0.0 


0.0 


0.0 


0.0 


0.0 


93776_Monocytes_LPS 50 
ng/ml 


0.1 


0.0 


0.1 


0.0 


0.0 


93581 Macrophages resting 


0.0 


0.0 


0.0 


0.0 


0.0 


935 82_Macrophages JLPS 
100 ng/ml 


0.0 


0.0 


0.0 


0.0 


0.0 


93098_HUVEC 
(Endothelial) none 


0.0 


0.0 


0.0 


0.0 


0.0 
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93099_HUVEC 
(Endothelial) starved 


0.0 


0.0 


on 


0 0 




93100_HUVEC 
(Endothelial) IL-lb 


0.0 


0.0 


0.0 


0.0 




93779J3UVEC 
(Endothelial) IFN gamma 


0.0 


0.0 


0.0 


0.0 


0.0 


93102 HTTVFP 

-'J IV/ jC. X X \-J V XZtKs 

(Endothelial)_TNF alpha + 
IFN gamma 


0.0 


0.0 


0.0 


0.0 


0.0 


93101 HUVFP 
(Endothelial) T3SIF alpha + 
IL4 


0.0 


0.0 


0.0 


0.0 


o 0 

V/.V/ 


93781_HUVEC 
(Endothelial) IL-11 


0.0 


0.0 


0.0 


0 0 

v/.v/ 


v/.v/ 


93583_Liing Microvascular 
Endothelial Cells none 


0.0 


0.0 


0.0 


0.0 


0.0 


9^SR4 T nnD Iv^inwvncf^iilsi'r 

Endothelial Cells JTNFa (4 
ng/nil) and ILlb (1 ng/ml) 


0.0 


0.0 


0.0 


0 0 

v/.v/ 


v/.v/ 


92662_Microvascular 
Dermal endothelium none 


0.0 


0.0 


0.0 


0.0 


0.0 


92663_Microsvasular 

XJKjlllXai ClILllJULlCAlUXIl AlNJ^a. 

(4 ng/ml) and EL lb (1 
ng/ml) 


0.0 


0.0 


0.0 


0.0 


0.0 


93773 Bronchial 
epithelium TNFa (4 ng/ml) 
and ILlb (1 ng/ml) ** 


5.3 


2.0 


5 7 


J.J 


1 7 
1. / 


93347_Small Airway 
Epitheliumnone 


28.7 


32.1 


38.7 


29.7 


41.2 


93348 Small Airwav 

-7 — ' -J"(-> Oil If! 1 I /111 W C* Y 

Epitheliurri_TNFa (4 ng/ml) 
and ELlb (1 ng/ml) 


100.0 


100 0 

X UUiU 


ion n 

X \J\3 m\J 


i no n 


1 Aft A 


92668_Coronery Artery 
SMC_resting 


0.0 


0.0 


0.0 


0.0 


0.0 1 


9*7^60 r'ntnn f*r\r Ai+ptv 

SMC TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


0.0 


0.0 


0.0 


0.0 


0.0 


93 1 07 astrocytes resting 


0.0 


0 0 


n o 

V/.V/ 


o n 

v/.v/ 


n o 

V/.U 


93 108_astxocytes JTNFa (4 
ne/mD and ILlb f 1 ne7mn 


00 

V/.V/ 


0 0 

V.V/ 


O 0 

V/.V/ 


U.V/ 


u.u 


92666 JKLU-812 
(Basophil) resting 


0.0 


0.0 


0 0 
v/.v/ 


A 0 

V/.U 5 


u.v/ 


92667_KU-812 

'B asoohil^ PMA/i ono vein 


0.0 


0 0 


0 0 

l/.V/ 


V.I 


V/.U 


93579_CCD1106 
(Keratinocytes) none 


1.7 


0.8 


1.7 


1.3 


1.0 


93580 CCD 1106 
(Keratinocytes) TNFa and 
IFNg ** 


15.3 


22.4 


14.8 


10.9 


2.8 


93791 Liver Cirrhosis 


0.0 


0.0 j 


0.0 


0.0 


0.0 


93792_ Lupus Kidney 


0.0 


0.0 


0.0 


0.0 


0.0 


93577 NCI-H292 


0.3 


0.0 


0.0 


0.0 


0.0 


93358 NCI-H292 IL-4 


0.3 


0.0 


0.0 


0.0 


0.3 


93360 NCLH292 IL-9 


0.0 


0.0 


0.0 


0.0 


0.1 


93359 NCI-H292 IL-13 


0.0 


0.0 


0.1 


0.0 


0.0 


93357 NCLH292 IFN 


0.0 


0.0 


0.0 


0.0 


0.0 
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era mm a 












93777 HPAEC - 


0.0 


0.0 


0.0 


0.0 


0.0 


93778_HPAECJL-1 
beta/TNA alpha 


0.0 


0.0 


0.0 


0.0 


0.0 


93254_Normal Human Lung 
Fibroblast none 


0.0 


0.0 


0.0 


0.0 


0.0 


93253_Normal Human Lung 
Fibroblast^TNFa (4 ng/ml) 
and IL-lb(l ng/ml) 


0.0 


0.0 


0.0 


0.0 


0.0 


93257_Normal Human Lung 
Fibroblast IL-4 


0.0 


0.0 


0.0 


0.0 


0.0 


93256__Normal Human Lung 
Fibroblast IL-9 


0.0 


0.0 


0.0 


0.0 


0.0 


93255_NormaI Human Lung 
Fibroblast IL-13 


0.0 


0.0 


0.0 


0.0 


0.0 


93258_Normal Human Lung 
Fibroblast EFN gamma 


0.0 


0.0 


0.0 


0.0 


0.0 


93 106_Dennal Fibroblasts 
CCD 1070 resting 


0.0 


0.0 


0.0 


0.0 


0.0 


93361 JDermal Fibroblasts 
CCD 1070JTNF alpha 4 
ng/ml 


0.0 


0.0 


0.0 


0.0 


0.0 


93 1 05 JDerrnal Fibroblasts 
CCD1070 LL-1 beta 1 ng/ml 


0.0 


0.0 


0.0 


0.0 


0.0 


93772_dermal 
fibroblast IFN gamma 


0.0 


0.0 


0.0 


0.0 


0.0 


93771_dennal 
fibroblast IL-4 


0.0 


0.0 


0.0 


0.0 


0.0 


93260 D3D Cohtis 2 


0.0 


0.0 


0.0 


0.0 


0.0 


93261 IBD Cronns 


0.0 


0.0 


0.0 


0.0 


0.0 


735010 Colon normal 


0.0 


0.0 


0.0 


0.0 


0.0 


735019 Lung none 


0.0 


0.0 


0.0 


0.0 


0.0 


64028-1 Thymus none 


0 1 




0.2 


0.0 


0.0 


64030-1 Kidney none 


1.8 


3.2 


3.0 


2.8 


2.7 



Panel 1.2 Summary: Agll80 Results from two experiments using the same 
probe/primer sets are in good agreement. The NOV1 gene is most highly expressed in gastric 
cancer cell lines (CT = 23.7, 24) and at more moderate levels in pancreatic cancer cell lines 
(CT = 29.0, 30.7). Therefore, expression of the NOV1 gene could be used to distinguish 
gastric cell line derived material from other samples. In addition, these results suggest that 
therapeutic modulation of this gene or its protein product could be effective in the treatment of 
gastric cancer. 

Among metabolically relevant tissues, the NOV1 gene is moderately expressed in adult 
skeletal muscle and adult heart tissue, (adult CT=34.2/32.8: fetal CT=39.6/40) This result 
suggests that the NOV1 gene, the protein encoded by NOV1 gene, or antibodies designed with 
the protein could be used to distinguish those tissues from the corresponding fetal tissues. 
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Panel 1.3D Summary: Agl 180 Moderate levels of expression of the NOV1 gene are 
detected in gastric cancer cell lines (CT=30.4) and lower levels in pancreatic cancer cell lines 
(CT = 33.5). This result is consistent with the expression profile observed in Panel 1.2. See 
Panel 1.2 for potential utility of this gene. 
5 Among tissues involved in central nervous system function, the NOV1 gene is 

specifically expressed at low to moderate levels in the amygdala, cerebellum, cortex, 
hippocampus and thalamus, and expressed highly in the spinal cord and cerebral cortex. 
Alpha-2-macroglobulin has been implicated in Alzheimer's disease, both genetically and 
biochemically in the clearance of beta amyloid. The high similarity of the NOV1 gene protein 

10 product to alpha-2-macroglobulin suggests probable similarity of function. Therefore, agents 
that affect the NOV1 gene product activity may have efficacy in treating Alzheimer's disease. 
If the NOV1 gene is involved in A-beta clearance, then agents that increase its expression, 
concentration, or activity may aid in the clearance of A-beta, which is a hallmark of 
Alzheimer's disease histopathology. 

1 5 Panel 2D Summary: Agl 180 E xpression of the NOV1 gene is highest in ovarian 

cancer (CT = 25.6) and is overexpressed in 2/2 ovarian cancers when compared to the normal 
margins. Furthermore, the NOV1 gene is also overexpressed in bladder cancer, breast cancer 
and prostate cancer relative to the normal controls. Thus, NOV1 gene expression could be 
used as a marker of these cancerous tissues. In addition, therapeutic modulation of this gene 

20 product, through the use of small molecule drugs or antibodies, could be useful for the 
treatment of ovarian, bladder, breast and prostate cancer. 

Panel 2-2 Summary: Agl 180 Expression of NOV1 is highest in bladder cancer tissue 
(CT = 3 1.3) and is overexpressed in bladder cancers when compared to the normal margins. 
Thus, expression of the NOV1 gene could be used to distinguish bladder cancer from normal 

25 . bladder tissue or other tissues. In addition, therepeutic modulation of the NOV1 gene or its 
protein product could potentially be usefiil in the treatment of bladder cancer. There is also 
low but significant expression of the NOV1 gene in ovarian cancer, breast cancer, and lung 
cancer. Thus, expression of this gene could be used to distinguish between these cancerous 
tissues and their normal counterparts. 

30 .Panel 3D Summary: Agl 180 The NOV1 gene is moderately expressed in colon 

cancer cell line (CT = 29.7) and gastric cancer cell line (CT = 29.9) and expressed at low 
levels in pancreatic cancer cell line (CT = 34). These results are consistent with the expression 
patterns observed in panels 1 .2 and 1 .3D. Thus, expression of this gene could be used to 
distinguish colon and stomach cancers from other tissues. 
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Panel 4B/4R Summary: Agll80/Agl312 Five experiments using the same 
probe/primer set show results that are in excellent agreement. Expression of the NOV1 gene is 
detected at moderate levels in small airway epithelium (CT = 28) and is slightly upregulated 
when treated with TNF-alpha + IL-lbeta (CT = 26-27). The NOV1 gene encodes a protein that 
is most likely a macroglobulin-like molecule belonging to a class of proteinase inhibitor that 
can behave as a potent modulator of the inflammatory reaction and tissue repair mechanism. 
Therefore, protein therapeutics designed against the NOV1 gene product could modulate the 
inflammatory responses observed in asthma, emphysema. In addition, the presence of 
expression in keratinocytes stimulated with the inflammatory cytokines TNF-alpha + IL-lbeta 
(CT = 29) suggests potential utility of the NOV1 gene product in skin related disease such as 
psoriasis, eczema, and contact dermatitis. Since this class of protein can in some situations act 
as acute phase protein, antibody targets against the protein encoded by the NOV1 gene might 
also be useful against the previously mentioned diseases. (Allgayer et al., Clin Exp Metastasis 
16(l):62-73, 1998; Khalifa et al., Chemioterapia 6:736-7, 1987; Blacker et al., Nat Genet 
19:357-60, 1998; Mikhailenko et al., J Biol Chem. Aug 15, 2001.) 

NOV2: Secreted Proteins Related to Angiogenesis 

Expression of the NOV2 gene (AC005799_A) was assessed using the primer-probe set 
Agl385, described in Table 20. Results from RTQ-PCR runs are shown in Tables 21, 22, and 
23. 

Table 20 . Probe Name Agl385 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 1 - AGGTCACCAAGAATGAAATCCT - 3 1 


59 


22 


278 


152 


Probe 


FAM-5 1 - 

TGTTTTCTTTGTCTCTCCAGCGAGCA- 3 » - 
TAMRA 


69.2 


26 


306 


153 


Reverse 


5 » - CTTGCACATGTATGGACACTTG- 3 1 


59.1 


22 


348 


154 



Table 21 . Panel 1.2 



Tissue Name 


Relative Expression(%) 


1.2tml609f 
a R 1385 


1.2tml812f 
agl385 


Endothelial cells 


0.0 


0.0 


Heart (fetal) 


16.8 


8.6 


Pancreas 


0.0 


0.2 
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Pancreatic ca. CAP AN 2 


0.0 


0.0 


Adrenal Gland (new lot*) 


1.4 


3.3 


Thyroid 


0.3 


0.4 


Salivary gland 


100.0 


100.0 


Pituitary gland 


0.8 


1.1 


Brain (fetal) 


0.5 


0.2 


Brain (whole) 


0.5 


0.2 


Brain (amygdala) 


0.8 


0.4 


Brain (cerebellum) 


0.2 


0.2 


Brain (hippocampus) 


2.4 


1.1 


Brain (thalamus) 


12.5 


6.8 


Cerebral Cortex 


3.3 


1.4 


Spinal cord 


1.7 


2.8 


CNS ca. (glio/astro) U87-MG 


0.0 


0 


CNS ca. (glio/astro) U-118-MG 


0.5 


0.5 


CNS ca. (astro) SW1783 


0.2 


0.1 


CNS ca.* (neuro; met ) SK-N-AS 


0.0 


0.0 


CNS ca. (astro) SF-539 


0.0 


0.0 


CNS ca. (astro) SNB-75 


0.5 


0.4 


CNS ca. (glio) SNB-19 


0.0 


0.0 


CNSca.(glio)U251 


0.0 


0.0 


CNS ca. (glio) SF-295 


1.8 


1.8 


Heart 


6.3 


16.5 


Skeletal Muscle (new lot*) 


2.4 ! 


5.4 


Bone marrow 


1.1 


0.8 


Thymus 


1.0 


0.3 


Spleen 


1.3 


0.9 


Lymph node 


2.6 


0.6 


Colorectal 


0.6 


0.4 


Stomach 


8.5 


1.7 


Small intestine 


6.9 


2.8 


Colon ca. SW480 


0.0 


0.0 


Colon ca.* (SW480 met)SW620 


0.0 


0.0 


Colon ca. HT29 


0.0 


0.0 


Colon ca.HCT-116 


0.0 


0.0 


Colon ca. CaCo-2 


0.2 


0.3 


83219 CC Well to Mod Diff (OD03866) 


1.4 


0.8 


Colon ca. HCC-2998 


0.0 


0.0 


Gastric ca.* (liver met) NCI-N87 


0.0 


0.0 


Bladder 


29.9 


20.9 


Trachea 


3.6 


2.5 


Kidney 


35.1 


25.5 


Kidney (fetal) 


4.8 


2.9 


Renal ca. 786-0 


0.0 


0.0 


Renal ca. A498 


0.0 


0.0 



210 



WO 02/29058 



PCTAJS01/31248 



Renal ca. RXF 393 


0.0 


0.0 


Renal ca. ACHN 


0.0 


0.0 


Renal ca. UO-31 


0.0 


0.0 


Renal ca. TK-10 


0.0 


0.0 


Liver 


37.4 


28.7 


Liver (fetal) 


16.6 


12 


Liver ca. (hepatoblast) HepG2 


0.0 


0.0 


Lung 


2.5 


0.5 


Lung (fetal) 


14.1 


5.7 


Lung ca. (small cell) LX-1 


! 0.0 


0.0 


Lung ca. (small cell) NCI-H69 


0.5 


0.3 


Lung ca. (s.cell var.) SHP-77 


0.0 


0.0 


Lung ca. (large cell)NCI-H460 


0.7 


0.2 


Lung ca. (non-sm. cell) A549 


0.0 


0.0 


Lung ca. (non-sxell) NCI-H23 


0.4 


0.3 


Lung ca (non-s.cell) HOP-62 


0.1 


0.2 


Lung ca. (non-s.cl) NCI-H522 


0.0 


0.0 


Lung ca. (squam.) SW 900 


16.5 


10.4 


Lung ca. (squam.) NCI-H596 


2.5 


1.8 


Mammary gland 


11.8 


6.2 


Breast ca.* (pi. efrusion) MCF-7 


0.0 


0.0 


Breast ca.* (pl.ef) MDA-MB-23 1 


0.0 


0.0 


Breast ca.* (pi. efrusion) T47D j 


0.0 


0.0 


Breast ca. BT-549 


0.5 


0.4 


Breast ca. MDA-N 


o.o ; 


0.0 


Ovary 


21.5 


11.7 


Ovarian ca. OVCAR-3 


0.2 


0.2 


Ovarian ca. OVCAR-4 


10.9 


7.6 


Ovarian ca. OVCAR-5 


0.5 


0.3 


Ovarian ca. OVCAR-8 


0.0 


0.0 


Ovarian ca. IGROV-1 


1.3 


0.9 


Ovarian ca.* (ascites) SK-OV-3 


2.8 


2.1 


Uterus 


9.0 


6.2 


Placenta 


4.2 


0.6 


Prostate 


3.1 


1.6 


Prostate ca.* (bone met)PC-3 


1.7 


1.9 


Testis 


1.6 


1.8 


Melanoma Hs688(A).T 


0.3 


0.2 


Melanoma* (met) Hs688(B).T 


1.6 


1.3 


Melanoma UACC-62 


0.0 


0.0 


Melanoma Ml 4 


0.0 


0.0 


Melanoma LOX IMVI 


0.0 


0.0 


Melanoma* (met) SK-MEL-5 


0.0 


0.0 
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Tissue Name 


Relative Expression(Vo) 


zijrmzjz /i 
agl38S " 


ZUlllLj J. out 

agl385 


Normal Colon GENPAK 061003 


9.4 


10.0 


83219 CC Well to Mod DifF (OD03866) 


6.1 


5.6 


83220 CC NAT (OD03866) 


2.0 


1.1 


83221 CC Gr.2 rectosigmoid (OD03868) 


2.3 


1.8 


83222 CC NAT (OD03868) 


0.9 


1.1 


83235 CC Mod Diff (ODO3920) 


1.1 


1.9 


83236 CCNAT (ODO3920) 


2.5 


2.8 


83237 CC Gr.2 ascend colon (OD03921) 


3.4 


4.5 


83238 CC NAT (OD03921) 


1.6 


2.4 


83241 CC from Partial Hepatectomy (ODO4309) 


10.5 ! 


14.8 


83242 Liver NAT (ODO4309) 


55.5 


66.4 


87472 Colon mets to lung (OD04451-01) 


20.7 


14.7 


87473 Lung NAT (OD04451-02) 


25.9 


20.2 


Normal Prostate Clontech A+ 6546-1 


3.5 


1.9 


84140 Prostate Cancer (OD04410) 


7.7 


5.3 


84 141 Prostate NAT (OD04410) 


8.2 


9.9 


87073 Prostate Cancer (OD04720-01) 


3.4 


2.3 


87074 Prostate NAT (OD04720-02) 


8.5 


8.7 


Normal Lung GENPAK 061010 


34.9 


34.2 


83239 Lung Met to Muscle (OD04286) 


22.1 


33.9 


83240 Muscle NAT (OD04286) 


54.7 


29.5 


84 1 36 Lung Malignant Cancer (OD03 126) 


55.9 


36.9 


84137 Lung NAT (OD03126) 


64.6 


66.0 


84871 Lung Cancer (OD04404) 


37.1 


46.7 


84872 Lung NAT (OD04404) 


82.4 


44.4 


84875 Lung Cancer (OD04565) 


13.1 


10.8 


84876 Lung NAT (OD04565) 


23.2 


18.8 


85950 Lung Cancer (OD04237-01) 


27.2 


16.3 


85970 Lung NAT (OD04237-02) 


52.8 


32.8 


83255 Ocular Mel Met to Liver (ODO4310) 


1.1 


0.6 


83256 Liver NAT (ODO4310) 


78.5 


39.8 


84139 Melanoma Mets to Lung (OD04321) 


2.0 


2.0 


84138 Lung NAT (OD04321) 


55.1 


31.9 


Normal Kidney GENPAK 061008 


17.4 


13.9 I 


83786 Kidney Ca, Nuclear grade 2 (OD04338) 


88.9 


99.3 


83787 Kidney NAT (OD04338) 


20.9 


21.0 


83788 Kidney Ca Nuclear grade 1/2 (OD04339) 


27.5 


25.2 


83789 Kidney NAT (OD04339) 


28.1 


20.6 


83790 Kidney Ca, Clear cell type (OD04340) 


14.6 


12.0 


83791 Kidney NAT (OD04340) 


36.6 


24.3 


83792 Kidney Ca, Nuclear grade 3 (OD04348) 


15.7 


7.9 


83793 Kidney NAT (OD04348) 


50.3 


35.4 


87474 Kidney Cancer (OD04622-01) 


85.3 


65.5 
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87475 Kidney NAT (OD04622-03) 


7.1 


6.3 


85973 Kidney Cancer (OD04450-01) 


9.0 


5.5 


85974 Kidney NAT (OD04450-03) 


27.4 


18.8 


Kidney Cancer Clontech 8120607 


4.7 


2.4 


Kidney NAT Clontech 8120608 


24.8 


10.1 


Kidney Cancer Clontech 8120613 


1.6 


0.4 


Kidney NAT Clontech 8120614 


13.6 


14.4 


Kidney Cancer Clontech 9010320 


100.0 


94.0 


Kidney NAT Clontech 9010321 


77.9 


49.0 


Normal Uterus GENPAK 061018 


16.8 


10.7 


Uterus Cancer GENPAK 06401 1 


64.6 


40.3 


Normal Thyroid Clontech A+ 6570-1 


16.7 


4.6 


Thyroid Cancer GENPAK 064010 


29.5 


18.0 


Thyroid Cancer INVITROGEN A302152 


94.6 


66.0 


Thyroid NAT INVITROGEN A302 1 53 


! 9.2 


6.0 


Normal Breast GENPAK 061019 


30.1 


15.1 


84877 Breast Cancer (OD04566) 


7.2 


4.0 


85975 Breast Cancer (OD04590-01) 


8.0 


4.7 


85976 Breast Cancer Mets (OD04590-03) 


11.0 


5.0 


87070 Breast Cancer Metastasis (OD04655-05) 


5.9 


3.9 


GENPAK Breast Cancer 064006 


14.4 


8.2 


Breast Cancer Res. Gen. 1024 


27.0 


18.7 


Breast Cancer Clontech 9100266 


9.3 


7.6 


Breast NAT Clontech 9100265 


25.5 


18.2 


Breast Cancer INVITROGEN A209073 


15.0 


13.4 


Breast NAT INVITROGEN A2090734 


32.3 


17.7 


Normal Liver GENPAK 061009 


58.2 


45.1 


Liver Cancer GENPAK 064003 


42.0 


31.9 


Liver Cancer Research Genetics RNA 1025 


44.1 


40.9 


Liver Cancer Research Genetics RNA 1026 


85.3 


81.8 


Paired Liver Cancer Tissue Research Genetics RNA 6004-T 


86.5 


60.7 


Paired Liver Tissue Research Genetics RNA 6004-N 


37.9 


31.4 


Paired Liver Cancer Tissue Research Genetics RNA 6005-T 


92.0 


77.9 


Paired Liver Tissue Research Genetics RNA 6005-N 


25.3 


18.3 


Normal Bladder GENPAK 061001 


18.7 


19.2 


Bladder Cancer Research Genetics RNA 1023 


4.0 


4.3 


Bladder Cancer INVITROGEN A302173 


8.0 


4.9 


87071 Bladder Cancer (OD04718-01) 


9.4 


8.0 ! 


87072 Bladder Normal Adjacent (OD04718-03) 


41.2 


25.5 


Normal Ovary Res. Gen. 


10.0 


9.3 


Ovarian Cancer GENPAK 064008 


76.8 


100.0 


87492 Ovary Cancer (OD04768-07) 


54.7 


62.0 


87493 Ovary NAT (OD04768-08) 


16.7 


14.4 


Normal Stomach GENPAK 061017 


17.1 


20.3 


Gastric Cancer Clontech 9060358 


2.2 


1.2 
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NAT Stomach Clontech 9060359 


11.6 


11.6 


Gastric Cancer Clontech 9060395 


7.2 


5.1 


NAT Stomach Clontech 9060394 


10.4 


9.5 


Gastric Cancer Clontech 9060397 


7.3 


9.0 


NAT Stomach Clontech 9060396 


8.5 


6.6 


Gastric Cancer GENPAK 064005 


5.7 


4.9 


Table 23. Panel 4D/4R 


Tissue Name 


Relative Expression(%) 


4dtml923f 
agl385 


4rtml959f_ 
a«1385 


93768 Secondary Thl anti-CD28/anti-CD3 


0.0 


0.0 


93769_Secondary Th2 _anti-CD28/anti-CD3 


0.0 


0.0 


93770 Secondary Trl anti-CD28/anti-CD3 


0.0 


0.0 


93573 Secondary Thl resting day 4-6 in IL-2 


! 0.0 


0.0 


93572 Secondary Th2_resting day 4-6 in IL-2 


0.0 


0.0 


93571 Secondary Trl resting day 4-6 in IL-2 


0.0 


0.0 


93568 primary Thl anti-CD28/anti-CD3 


0.0 


0.0 


93569 primary Th2 anti~CD2 8/anti-CD3 


0.0 


0.0 


93570 primary Trl anti-CD28/anti-CD3 


0.0 


0.0 


93565 primary Thl resting dy 4-6 in IL-2 


0.0 


0.0 


93566 primary Th2 resting dy 4-6 in IL-2 


0.0 


0.0 


93567 primary Trl resting dy 4-6 in IL-2 


0.0 


0.0 


93351 CD45RA CD4 lymphocyte anti-CD28/anti-CD3 


0.6 


0.6 


93352_CD45RO CD4 lymphocyte anti-CD28/anti-CD3 


0.0 


0.0 


93251 CD8 Lymphocytes anti-CD28/anti-CD3 


0.0 


0.1 


93353 chronic CD8 Lymphocytes 2ry resting dy 4-6 in IL-2 


0.0 


0.0 


93574 chronic CD8 Lymphocytes 2ry activated CD3/CD28 


0.0 


0.0 


93354 CD4 none 


0.0 


0.1 


93252 Secondary Thl/Th2/Trl_anti-CD95 CHI 1 


0.0 


0.0 


93103 LAK cells resting 


62.4 


65.1 


93788 LAK cells IL-2 


0.4 


0.2 


93787 LAK cells EL-2+IL-12 


4.6 


7.0 


93789 LAK cells IL-2+IFN gamma 


4.6 


8.5 


93790 LAK cells IL-2+IL-18 


3.6 


5.7 


93104 LAK cells PMA/ionomycin and IL-18 


14.9 


17.6 


93578 NK Cells EL-2 resting 


0.0 


0.0 


93109 Mixed Lymphocyte Reaction Two Way MLR 


18.3 


16.4 


93110 Mixed Lymphocyte Reaction Two Way MLR 


14.2 


21.3 


93111 Mixed Lymphocyte Reaction Two Way MLR 


3.7 


4.0 


93112 Mononuclear Cells (PBMCs) resting 


0.4 


0.3 


93 113_Mononuclear Cells (PBMCs) PWM 


3.2 


5.9 


93114 Mononuclear Cells (PBMCs) PHA-L 


26.1 


28.5 


93249 Ramos (B cell) none 


0.0 


0.0 


93250_Ramos (B cell) ionomycin 


0.0 


0.0 
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93349 B lymphocytes PWM 


0.0 


0.0 


93350 B lvmphovtes CD40L and IL-4 


0.2 


! 0.4 | 


92665 EOL-1 (Eosinophil) dbcAMP differentiated 


0.0 


0.0 


93248 EOL-1 (Eosinophil) dbcAMP/PMAionomvcin 


0.0 


0.0 


93356 Dendritic Ceils none 


31.0 


41.5 


93355 Dendritic Cells LPS 100 ng/ml 


! 80.1 


91.4 


93775 Dendritic Cells anti-CD40 


49.7 


57.8 


yi/74 Monocytes resting 


0.7 


0.2 


93776 Monocytes LPS 50 np/ml 


29.7 


] 37.9 


yjDisl Macrophages resting 


20.7 




93582 Macrophages LPS lOOnp/ml 


100.0 


15.2 | 
100.0 | 


93098 HUVEC (Endothelial) none 


0.0 


0.0 


93099 HUVEC (Endothelial) starved 


0.1 


0.0 


93100 HUVEC (Endothelial) IL-lb 


j 0.0 


0.0 


93779 HUVEC (Endothelial) IFN^amma 


0.0 


0.0 1 


93 102 HUVEC (Endothelial) TNF aloha + EFN gamma 


0.0 


0.0 


93101 HUVEC (Endothelial) TNF alpha + IL4 


0.0 


0.0 1 


93781 HUVEC (Endothelial) IL-11 


0.0 


0.0 j 


93583 Lung Microvascular Endothelial Cells none 


u.u 


0.0 I 


935S4_Lung Microvascular Endothelial Cells TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


0.0 


0.0 


92662 Microvascular Dermal endothelium none 


U.U 


0.0 


92663_Microsvasular Dermal endothelium TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


0.0 


0.0 


93773 Bronchial epithelium TNFa (4 np/ml) and ILlb (1 ng/ml) ** 


0.3 


0.2 


93347 Small Airway Epithelium none 




0.3 ( 


93348_Small Airway Epithelium TNFa (4 ng/ml) and ILlb (1 
ng/ml) v 


1.4 


3.1 


9266S Coronery Artery SMC resting 


0.0 


0.4 


y^ooy Coronery Artery SMC TNFa (4 ne/ml) and ILlb (1 ne/mU 


0.0 


0.2 


93107 astrocytes resting 


0.0 


0.0 | 


93108 astrocytes TNFa (4 ng/ml) and ILlb (1 np/ml) 


0.0 


0.0 


92666 KU-8 12 (Basophil) resting 


0.0 


o.o ! 


92667 KU-8 12 (Basophil) PMA/ionovcin 


0.0 


0.0 { 


93579 CCD1 106 (Keratinocytes) none 


0.0 


0.0 j 


93580 CCD1 106 (Keratinocytes) TNFa and IFNg ** 


o.o r 




93791 Liver Cirrhosis 


12.9 


0.0 j 
23.5 | 


93792 Lupus Kidney 


17.6 


25.9 


93577 NCI-H292 


0.0 


0.0 


93358 NCI-H292 DL-4 


0.0 


0.2 1 


93360 NCI-H292 EL-9 — -| 


0.2 


0.0 


93359 NCI-H292 EL-13 


0.0 


0.2 


93357 NCI-H292 IFN pam™ 


0.0 


0.0 


93777 HPAEC - 


0.0 


0.0 


93778 HPAEC IL-1 beta/TNA alpha 


0.0 


0.0 


93254 Normal Human Limp Fibroblast nnnp 


0.3 


0.8 { 


93253 Normal Human Lung Fibroblast TNFa (4 ng/ml) and IL-lb 


0.5 


0.9 J 
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(1 ng/ral) 






93257 Normal Human Lung Fibroblast IL-4 


0.5 


0.8 


93256 Normal Human Lung Fibroblast EL-9 


0.0 


0.7 


93255 Normal Human Lung Fibroblast IL-13 


LI 


0.0 


93258 Normal Human Lung Fibroblast DFN gamma 


2.3 


1.9 


93106 Dermal Fibroblasts CCD 1070 resting 


6.0 


6.4 


93361 Dermal Fibroblasts CCD 1070 TNF alpha 4 ng/ml 


4.1 


4.3 


93105 Dermal Fibroblasts CCD1070 IL-1 beta 1 ng/ml 


3.8 


3.8 


93772 dermal fibroblast IFN gamma 


62.8 


90.1 


93771 dermal fibroblast IL-4 


15.8 


8.2 


93260 IBD Colitis 2 


0.9 


0.5 


93261 IBDCrohns 


0.5 


2.4 


735010 Colon normal 


1.7 


4.3 


735019 Lung none 


45.4 


75.3 


64028-1 Thymus none 


35.1 


25.7 


64030-1 Kidneynone 


7.1 


14.8 



Panel 1.2 Summary: Agl385 Results from two experiments using the same 
probe/primer set are in very good agreement. The NOV2 gene is expressed in high to 
moderate levels across a wide variety of tissues. In this panel, expression of the NOV2 gene 
5 appears to be generally restricted to normal tissue as compared to cultured cancer cell lines. 
The NOV2 gene is most highly expressed in the salivary gland, liver, kidney, bladder, stomach 
and small intestine. Based on its homology to well characterized secreted molecules, the 
NOV2 gene product may be useful as a protein or antibody target for diseases involving any or 
all of these tissues. 

10 The NOV2 gene is widely expressed in tissues involved in central nervous system 

function, including the amygdala (CT = 30), cerebellum (CT = 32), hippocampus (CT = 28), 
thalamus (CT = 26), cerebral cortex (CT = 28), spinal cord (CT = 27-29), cerebellum, 
substantia nigra and the developing brain. There is considerable evidence that angiogenesis 
occurs in response to ischemic stroke, and that re- vascularization occurs as part of the CNS 

15 healing process. Since the NOV2 gene is predicted to be involved in angiogenesis, therapeutic 
up-regulation of this gene or its protein product may therefore facilitate or enhance the 
recovery process in the days following stroke. 

Panel 2D Summary: Agl385 Results from two experiments using the same 
probe/primer set are in very good agreement. The NOV2 gene is expressed across a wide 

20 variety of tissue samples, with highest expression seen in normal kidney and ovarian cancer 
(CT = 25). In particular, there is substantial overexpression of this gene in ovarian cancer 
when compared to normal ovarian tissue. Thus, this gene could potentially be used to 
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distinguish ovarian cancer from normal ovarian tissue. In addition, therapeutic modulation of 
the NOV2 gene or its protein product could be usefril in the treatment of ovarian cancer. 

Panel 4B/4R Swnnmary: Agl3S5 Results from two experiments using the same 
probe/primer set are in excellent agreement. Expression of the NOV2 gene is highest in LPS 
treated macrophages and dendritic cells (CTs = 29.7/27.7). The NOV2 gene is also expressed 
at moderate levels in LPS treated monocytes and dermal fibroblasts stimulated with TFN 
gamma. The NOV2 gene most likely encodes a novel uncharacterized secreted protein that 
could be a potential protein or antibody target used in modulating the inflammatory response 
in immune mediated diseases such as rheumatid arthritis (RA), inflammatory bowel disease 
(IBD), lung inflammatory diseases and infectious diseases. In addition, the presence of the 
NOV2 gene in activated dermal fibroblasts suggests a potential use for NOV2 protein product 
in the treatment of psoriasis and other related inflammatory skin diseases. (Wei et al., 
Collateral growth and angiogenesis around cortical stroke. Stroke 32:2179-84. 2001; Cheung 
et al., Induction of angiogenesis related genes in the contralateral cortex with a rat three-vessel 
occlusion model. Chin J Physiol 43:1 19-24, 2000; Marti et al., Am J Pathol. 156:965-76, 
2000) 

NOV3: Leucine Rich-like 

Expression of the NOV3 gene (SCI 2414 1642_A) was assessed using the primer-probe 
sets Agl388 and Ag2455, described in Tables 24 and 25. Results of the RTQ-PCR runs are 
shown in Tables 26, 27, 28, 29 and 30. 



Table 24 . Probe Name Agl388 



Primers 

Forward - 


Sequences 
5 • -CTGGTAATCCTGCTGGACTACA-3 • 


TM 


Length 


Start 
Position 


SEQ ID NO: 


Probe 
Reverse 


FAM-5 » - 

CTTTCCAGGACCTGCACAGCCTG-3 ■ - 
TAMRA 

5 1 - AGACGAATACCAGGTCGTTGT- 3 ' 


59.3 
69.5 


22 
23 

I 21 


412 
434 


155 
156 


Table 25. ] 


Probe Name Ag2455 


58.6 




476 


157 


Primers 
Forward 


Sequences 
5 » - GCTGGTAATCCTGCTGGACTA- 3 » 


TM 


Length 


Start 
Position 


SEQ IB NO: 


Probe 
Reverse 


FAM-5 » - 

ACTTTCCAGGACCTGCACAGCCTG- 3 < - 
TAMRA 

5 ' - AGACGAAT ACCAGGT CGTTGT - 3 » 


59.3 
69.9 
58.6 


21 
24 
21 


475 
497 
540 


158 
159 
160 



Table 26. Panel 1.2 
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Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


l.^tllUOl /I 

agl388 


1 2tml617f 
agl388 


Endothelial cells 


0.9 


Renal ca. 786-0 


0.3 


Heart (fetal) 


0.7 


Renal ca. A498 


0.2 


Pancreas 


0.2 


Renal ca. RXF 393 


1.7 


Pancreatic ca. CAP AN 2 


0.2 


Renal ca. ACHN 


0.0 


Adrenal Gland (new lot*) 


6.1 


Renal ca. UO-31 


0.2 


Thyroid 


0.9 


Renal ca. TK-10 


0.0 


Salivary gland 


18.3 


Liver 


1.7 


Pituitary gland 


0.0 


Liver (fetal) 


2.0 


Brain (fetal) 


1.1 


Liver ca. (hepatoblast) HepG2 


2.9 


Brain (whole) 


10.5 


Lung 


1.6 


Brain (amygdala) 


7.4 


Lung (fetal) 


0.4 


Brain (cerebellum) 


100.0 


Lung ca. (small cell) LX-1 


1.3 


Brain (hippocampus) 


12.4 


Lung ca. (small cell) NCI-H69 


6.6 


Brain (thalamus) 


20.2 


Lung ca. (s.cell var.) SHP-77 


0.0 


Cerebral Cortex 


20.4 


Lung ca. (large cell)NCI-H460 


0.9 


Spinal cord 


1.6 


Lung ca. (non-sm. cell) A549 


2.7 


CNS ca. (glio/astro) U87-MG 


3.3 


Lung ca. (non-s.cell) NCI-H23 


0.3 


CNS ca. (glio/astro) U-118-MG 


3.4 


Lung ca (non-s.cell) HOP-62 


0.0 


CNS ca. (astro) SW1783 


1.1 


Lung ca. (non-s.cl) NCI-H522 


0.5 


CNS ca.* (neuro; met ) SK-N-AS 


2.5 


Lung ca. (squam.) SW 900 


1.3 


CNS ca. (astro) SF-539 


1.3 


Lung ca. (squam.) NCI-H596 


3.3 


CNS ca. (astro) SNB-75 


1.7 


Mammary gland 


3.3 


CNS ca. (glio) SNB-19 


0.7 


Breast ca.* (pi. efrusion) MCF-7 


6.3 


CNS ca. (glio)U251 


0.0 


Breast ca.* (pl.ef) MDA-MB-231 


0.2 


CNS ca. (glio) SF-295 


0.2 


Breast ca.* (pi. efrusion) T47D 


15.6 


Heart 


1.0 


Breast ca. BT-549 


0.5 


Skeletal Muscle (new lot*) 


0.2 


Breast ca. MDA-N 


0.3 


Bone marrow 


38.4 


Ovary 


0.6 


Thymus 


0.9 


Ovarian ca. OVCAR-3 


2.9 


Spleen 


6.8 


Ovarian ca. OVCAR-4 


0.7 


Lymph node 


6.0 


Ovarian ca. OVCAR-5 


1.3 


Colorectal 


0.5 


Ovarian ca. OVCAR-8 


1.1 


Stomach 


60.7 


Ovarian ca. IGROV-1 


5.7 


Small intestine 


5.9 


Ovarian ca.* (ascites) SK-OV-3 


3.9 


Colon ca. SW480 


0.1 


Uterus 


2.4 


Colon ca.* (SW480 met)SW620 


1.2 


Placenta 


1.8 


Colon ca. HT29 


0.2 


Prostate 


2.4 


Colon ca.HCT-1 16 


0.4 


Prostate ca.* (bone met)PC-3 


0.3 


Colon ca. CaCo-2 


1.1 


Testis 


AJ. 


ojZ17 v^v^ wen i\j iyioq ulll 
(OD03866) 


2.7 


Melanoma Hs688(A).T 


0.2 


Colon ca. HCC-2998 


6.9 


Melanoma* (met) Hs688(B).T 


0.7 


Gastric ca.* (liver met) NCI-N87 


0.5 


Melanoma UACC-62 


0.1 
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d ladder 


9.7 


Melanoma M14 


0.0 


Trachea 


4.8 


Melanoma LOX IMVI 


0.0 


Kidney 




ivieianoma* (met) oJv-iVUbJL-5 


0.0 


Kidney (fetal) 


0.4 







Table 27. Panel 1.3D 





ivcidu vc 

Expressionf%) 




Relative 
Expression(%) 


Tissue Name 


13dtm4554f_ 
ag2455 


Tissue Name 


13dtm4554f 
ag2455 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


0.0 


Pancreas 


1.4 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


6.0 


Renal ca. RXF 393 


1.2 


Thyroid 


2.0 


Renal ca. ACHN 


0.0 


Salivary gland 


1.8 


Renal ca. UO-31 


0.0 


Pituitary gland 


L4 


Renal ca.TK-10 


0.0 


Brain (fetal) 


5.1 


Liver 


0.0 


Brain (whole) 


32.3 


Liver (fetal) 


4.9 


Brain (amygdala) 


50.7 


Liver ca. (hepatoblast) HepG2 


2.0 


Brain (cerebellum) 


84.1 


Lung 


10.3 


Brain (hippocampus) 


72.7 


Lung (fetal) 


0.2 


Brain (substantia ni^ra) 


7.2 


Lung ca. (small cell) LX-1 


0.2 


Brain (thalamus) 


48.6 


Lung ca. (small cell) NCI-H69 


0.8 


Cerebral Cortex 


90.8 


Lung ca. (s.cell var.) SHP-77 


0.0 


Spinal cord 


39.5 


Lung ca. (large cell)NCI-H460 


0.0 


CNS ca. (glio/astro) U87-MG 


1.5 


Lung ca. (non-sm. cell) A549 


0.9 


CNS ca. (glio/astro) U-l 18-MG 


0.0 


Lung ca. (non-s.cell) NCI-H23 


0.0 


CNS ca. (astro) SW1783 


1.0 


Lung ca (non-s.cell) HOP-62 


0.0 


CNS ca.* (neuro; met ) SK-N-AS 


0.5 


Lung ca. (non-s.cl) NCI-H522 


1.2 


CNS ca. (astro) SF-539 


0.0 


Lung ca. (squam.) SW 900 


0.0 


CNS ca. (astro) SNB-75 


0.0 


Lung ca. (squam.) NCI-H596 


2.7 


CNS ca. (glio) SNB-19 


3.1 


Mammary gland 


1.2 


CNS ca. (glio)U251 


0.0 


Breast ca.* (pi. effusion) MCF-7 


0.8 


CNS ca. (glio) SF-295 


0.0 


Breast ca.* (pl.ef) MDA-MB-23 1 ! 


0.0 


Heart (fetal) 


LI 


Breast ca.* (pi. effusion) T47D 


1.9 


Heart 


0.0 


Breast ca. BT-549 


0.0 


Fetal Skeletal 


2.5 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


1,1 


Dvary 


0.4 


Bone marrow 


36.9 


Dvarian ca. OVCAR-3 


2.6 


Thymus 


21.3 ( 


Dvarian ca. OVCAR-4 


0.0 


Spleen ] 


100.0 ( 


Dvarian ca. OVCAR-5 


1.1 ! 


Lymph node 


29.3 ( 


Dvarian ca. OVCAR-8 


0.8 


Colorectal 


0.2 ( 


Dvarian ca. IGROV-1 


0.8 


Stomach 


0.6 ( 


Ovarian ca.* (ascites) SK-OV-3 


0.0 
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Small intestine 


4.0 


Uterus 


3.0 


Colon ca. SW480 


0.0 


Placenta 


9.2 


Colon ca.* (SW480 met)SW620 


2.4 


Prostate 


2.0 


Colon ca. HT29 


0.8 


Prostate ca.* (bone met)PC-3 


0.0 


Colon ca. HCT-116 


0.0 


Testis 


6.6 


uoion ca. CaCo-z 


9.3 


Melanoma Hs688(A).T 


0.0 


83219 CC Well to Mod Diff 
(OD03866) 


3.2 


Melanoma* (met) Hs688(B).T 


0.0 


Colon ca. HCC-299S 


0.9 


Melanoma UACC-62 


0.0 


Gastric ca.* (liver met) NCI-N87 


0.0 


Melanoma M14 


0.0 


Bladder 


2.9 


Melanoma LOX IMVI 


0.0 


Trachea 


5.3 


Melanoma* (met) SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


0.0 



Table 28. Panel 2D 



Tissue Name 


Relative 
Expression(%) 


Relative 
Expression(%) 


2Dtm2328f 
agl388 


2dtm4516f_ 
ag2455 


Normal Colon GENPAK 061003 


5.9 


17 6 


83219 CC Well to Mod DifF(OD03866) 


10.1 


9 0 


83220 CC NAT (OD03866) 


3.2 


IS 8 


83221 CC Gr 2 rectosigmoid COD03S68^ 


4 2 


4 2 


83222 CC NAT (OD03868} 


10 9 


2 7 


83235 CC Mod Diff(ODO3920) 


0.0 


4 0 


83236 CC NAT (ODO3920) 


5.0 


3.0 


83237 CC Gr.2 ascend colon (OD03921) 


9.9 


7.2 


83238 CC NAT (OD03921) 


2.4 


17.0 


83241 CC from Partial Hepatectomy (ODO4309) 


5.2 


0.0 


83242 Liver NAT (ODO4309) 


0.0 


0.0 


87472 Colon mets to lung (OD04451-01) 


11.0 


17.1 


87473 Lung NAT (OD04451-02) 


23.8 


20.2 


Normal Prostate Clontech A+ 6546-1 


6.3 


4.7 


84140 Prostate Cancer (OD04410) 


11.2 


12.6 


84141 Prostate NAT (OD04410) 


0.0 


11.9 


87073 Prostate Cancer (OD04720-01) 


0.0 


4.4 


87074 Prostate NAT (OD04720-02) 


3.5 


7.2 


Normal Lung GENPAK 061010 


25.0 


23.8 


83239 Lung Met to Muscle (OD04286) 


0.0 


4.3 


83240 Muscle NAT (OD04286) 


8.5 


0.0 


84136 Lung Malignant Cancer (OD03126) 


8.5 


11.1 


84 1 37 Lung NAT (OD03 1 26) 


0.0 


15.3 


84871 Lung Cancer (OD04404) 


6.8 


0.0 


84872 Lung NAT (OD04404) 


15.0 


18.2 


84875 Lung Cancer (OD04565) 


2.8 


14.8 


84876 Lung NAT (OD04565) 


5.0 


13.8 
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85950 Lung Cancer (OD04237-01) 


2.4 


0.0 


85970 Lung NAT (OD04237-02) 


6.4 


0.0 


83255 Ocular Mel Met to Liver (ODO4310) 


! o.o 


0.0 


83256 Liver NAT (OD043 10) 


4.8 


0.0 


84139 Melanoma Mets to Lung (OD04321) 


2.7 


0.0 


84138 Lung NAT (OD04321) 


13.5 


31.4 i 


Normal Kidney GENPAK 061008 


0.5 


4.7 


83786 Kidney Ca, Nuclear grade 2 (OD04338) 


9.8 


7.5 


83787 Kidney NAT (OD04338) 


1.6 


2.1 


83788 Kidney Ca Nuclear grade 1/2 (OD04339) 


2.3 


10.2 


83789 Kidney NAT (OD04339) 


0.0 


0.0 


83790 Kidney Ca, Clear cell type (OD04340) 


12.0 


10.4 


83791 Kidney NAT (OD04340) 


2.9 


10.0 


83792 Kidney Ca, Nuclear grade 3 (OD04348) 


5.6 


2.5 


83793 Kidney NAT (OD04348) 


5.5 


1.4 


87474 Kidney Cancer (OD04622-01) 


33.0 


21.9 


87475 Kidney NAT (OD04622-03) 


5.0 


5.5 


85973 Kidney Cancer (OD04450-01) 


0.0 


0.0 


85974 Kidney NAT (OD04450-03) 


0.0 


0.0 


Kidney Cancer Clontech 8120607 


0.0 


9.1 


Kidney NAT Clontech 8120608 


5.3 


2.6 


Kidney Cancer Clontech 8120613 


0.0 


0.0 


Kidney NAT Clontech 8120614 


0.0 


0.0 ! 


Kidney Cancer Clontech 9010320 


24.7 


32.5 [ 


Kidney NAT Clontech 9010321 


8.4 


0.0 


Normal Uterus GENPAK 061018 


3.7 


2.0 


Uterus Cancer GENPAK 06401 1 


5.7 


2.3 


Normal Thyroid Clontech A+ 6570-1 


3.2 


4.4 


Thyroid Cancer GENPAK 064010 


3.1 


2.4 


Thyroid Cancer INVTTROGEN A302152 


4.4 


9.3 


Thyroid NAT INVTTROGEN A302 1 53 


0.0 


11.0 


Normal Breast GENPAK 061019 


34.9 


23.3 


84877 Breast Cancer (OD04566) 


0.9 


11.1 


85975 Breast Cancer (OD04590-01) 


33.9 


39.0 


85976 Breast Cancer Mets (OD04590-03) 


92.0 


76.8 


87070 Breast Cancer Metastasis (OD04655-05) 


100.0 


100.0 


GENPAK Breast Cancer 064006 


0.0 


12.2 


Breast Cancer Res. Gen. 1024 


5.5 


13.7 


Breast Cancer Clontech 9100266 


0.9 


2.6 


Breast NAT Clontech 9100265 


0.0 


5.2 


Breast Cancer INVTTROGEN A209073 


6.0 


4.2 


Breast NAT INVTTROGEN A2090734 


4.6 


12.6 


Normal Liver GENPAK 061009 


2.7 


0.0 


Liver Cancer GENPAK 064003 


3.3 


1.3 


Liver Cancer Research Genetics RNA 1025 


9.0 


2.3 
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Liver Cancer Research Genetics RNA 1026 


5.6 


1.6 


Paired Liver Cancer Tissue Research Genetics RNA 6004-T 


6.0 


3.6 


Paired Liver Tissue Research Genetics RNA 6004-N 


0.0 


2.6 


Paired Liver Cancer Tissue Research Genetics RNA 6005-T 


3.2 


2.1 ! 


Paired Liver Tissue Research Genetics RNA 6005-N 


8.1 


0.0 


Normal Bladder GENPAK 061001 


11.8 


17.9 


Bladder Cancer Research Generics RNA 1023 


7.2 


1.9 


Bladder Cancer INVITROGEN A302173 


6.0 


2.7 


87071 Bladder Cancer (OD04718-01) 


1.5 


2.6 


87072 Bladder Normal Adjacent (OD047 18-03) 


11.3 


1.9 


Normal Ovary Res. Gen. 


0.3 


2.1 


Ovarian Cancer GENPAK 064008 


8.4 


1.6 


87492 Ovary Cancer (OD04768-07) 


0.0 


2.7 


87493 Ovary NAT (OD04768-08) 


0.0 


0.0 


Normal Stomach GENPAK 061017 


6.6 


13.2 


Gastric Cancer Clontech 90603 5 8 


2.1 


4.8 


NAT Stomach Clontech 9060359 


6.0 


7.1 


Gastric Cancer Clontech 9060395 


11.0 


7.5 


NAT Stomach Clontech 9060394 


3.6 


9.9 


Gastric Cancer Clontech 9060397 


3.1 


0.0 


NAT Stomach Clontech 9060396 


0.0 


4.3 


Gastric Cancer GENPAK 064005 


0.0 


6.8 


Table 29. Panels 4D/4R 






V. 




Relative Expression(%) 


Relative 
Expression(%) 


Tissue Name 


4Dtml781f 
agl388 


4rtml790f 
agl388 


4Ux4tm4Zoi)i a 

g2455_al 


93768 Secondary Thl anu-CD28/anti-CD3 


2.6 


2.9 


5.3 


93769 Secondary Th2 anti-CD28/anti-CD3 


4.9 


3.7 


6.5 


93770 Secondary Trl anti-CD28/anti-CD3 


9.9 


3.4 


5.1 


93573 Secondary Thl resting day 4-6 in IL-2 


12.0 


12.2 


6.8 


93572 Secondary Th2 resting day 4-6 in IL-2 


12.1 


16.4 


14.9 


93571 Secondary Trl resting day 4-6 in IL-2 


11,5 


16.2 


25.2 


93568 primary Thl anti-CD28/anti-OD3 


5.0 


6.2 


1.8 


93569 primary Th2 anti-CD2 8/anti-CD3 


4.6 


5.5 


1.0 


93570 primary Trl anti-CD28/anti-CD3 


5.8 


4.0 


1.4 


93565 primary Thl resting dy 4*6 in IL-2 


31.2' 


100.0 


23.4 


93566 primary Th2 resting dy 4-6 in IL-2 


36.1 


55.1 


27.2 


93567 primary Trl resting dy 4-6 in IL-2 


22.1 


4.9 • 


28.0 


93351 CD45RA CD4 lymphocyte anti-CD28/anti- 
CD3 


0.0 


0.9 


2.4 


93352 CD45RO CD4 lymphocyte anti-CD28/anti- 
CD3 


3.6 


4.0 


2.2 


93251 CD8 Lymphocytes anti-CD28/anti-CD3 


3.6 


2.4 


2.5 ! 


93353_chronic CD8 Lymphocytes 2ry resting dy 4-6 
in IL-2 


3.7 


3.0 


0.0 
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93574 chronic CD8 Lymphocytes 2ry activated 
CD3/CD28 


3.7 


3.6 


3.4 


93354 CD4 none 


7.3 


11.6 


17.4 


93252 Secondary Thl/Th2/Trl anti-CD95 CHI 1 


39.2 


43.2 


18.5 


93103 LAK cells resting 


6.4 


4.5 


5.1 


93788 LAK cells IL-2 


9.4 


8.2 


5.3 


93787 LAK cells IL-2+IL-12 


2.5 


7.5 


2.7 


93789 LAK cells IL-2+IFN gamma 


3.9 


13.7 


3.7 


93790 LAK cells IL-2+ EL- 18 


1.5 


1.3 


3.2 


93104 LAK cells PMA/ionomycin and IL-18 


0.0 


0.4 


1.0 


93578 NK Cells IL-2 resting 


10.0 


9.2 


10.6 


93109 Mixed Lymphocyte Reaction Two Way 
MLR 


3.1 


6.9 


8.8 


93110 Mixed Lymphocyte Reaction Two Way 
MLR 


0.0 


1.4 


4 0 


93111 Mixed Lymphocyte Reaction Two Way 
MLR 


6.7 


6.0 


6.5 


93112 Mononuclear Cells (PBMCs) resting 


9.7 


12.5 


5.9 


93113 Mononuclear Cells (PBMCs) PWM 


5.0 


12.2 


2.7 ! 


93114 Mononuclear Cells (PBMCs) PHA-L 


5.6 


5.1 


4.7 


93249_Ramos (B cell) none 


6.8 


5.7 


4.7 


93250 Ramos (B cell) ionomycin 


4.1 


48.3 


9.4 


93349 B lymphocytes PWM 


7.1 


17.7 


10.3 


93350 B lymphoytes CD40L and EL-4 


21.8 


2.7 


36.9 


92665_EOL-l (Eosinophil) dbcAMP differentiated 


100.0 


65.1 


inn a 


93248_EOL-l 

(Eosinophil) dbcAMP/PMAionomycin 


17.6 


35.4 


37.9 


93356 Dendritic Cells none 


1.4 


2.0 ' 


0.0 


93355 Dendritic Cells LPS 100 ng/ml 


0.0 


0.0 


2.5 


93775 Dendritic Cells anti-CD40 


0.0 


0.7 


0.7 


93774 .Monocytes resting 


10.5 


23.2 


18.7 


93776 _Monocytes LPS 50 ng/ml 


2.6 


6.2 


3.0 


93581 Macrophages resting 


2.8 


5.1 


5.5 


93582 Macrophages LPS 100 ng/ml 


0.0 


1.1 


1.6 


93098 _HUVEC (Endothelial) none 


0.0 


0.1 


0.0 


93099 HUVEC (Endothelial) starved 


0.0 


0.0 


0.0 


93 100_HUVEC (Endothelial) IL-lb 


0.0 


0.2 


0.0 


93779 HUVEC (Endothelial) IFN gamma 


0.0 


0.0 


0 0 


93102_HUVEC (EndotheKal)_TNF alpha + IFN 
gamma 


0.0 


0.0 


0.0 


93 101_HUVEC (Endothelial) TNF alpha + IL4 


0.0 


0.1 


0.0 


93781 HUVEC (Endothelial) IL-11 


0.0 


0.0 


0.0 


93583 Lung Microvascular Endothelial Cells none 


0.0 


0 0 


O 0 

V.ls 


93584_Lung Microvascular Endothelial Cells TNFa 
(4 ng/ml) and ILlb (1 ng/ml) 


0.0 


0.4 


0.0 


92662 Microvascular Dermal endothelium none 


0.0 


04 


O O 

v.u 


92663_Microsvasular Dermal endothelium_TNFa (4 
ng/ml) and ILlb (1 ng/ml) 


0.0 


0.3 


0.0 


93773 Bronchial epithelium TNFa (4 ng/ml) and 


1.5 


0.0 


0.0 
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ILlb (1 ng/ml) ** 








93347_SmaU Airway Epithelium none 


0.0 


0.0 


0.0 


93348_Small Airway Epithelium TNFa (4 ng/ml) 
and ILlb (1 ng/ml) 


0.0 


0.2 


0.7 


yzooo ^oronery Artery oiviv^ restmg 


1.3 


A A 
0.0 


0.0 


92669 Coronery Artery SMC TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


0.0 


0.0 


0.0 


93 1 07 astrocytes resting 


A A 
U.U 


O.J 


0.0 


93 108_astrocytes TNFa (4 ng/ml) and ILlb (1 
ng/ml) 


0.0 


0.0 


0.0 


92666 KU-812 (Basophil) resting 


1.9 


5.6 


3.5 


92667 KU-812 (Basophil) PMA/ionoycin 


2.4 


6.7 


3.9 


yoD/y ^\-,±J 1 1 uo ( Jveratinocytes J none 


U.U 


A A 
U.U 


0.0 


93580__CCD1 106 (Keratinocytes) TNFa and IFNg 
** 


0.0 


0.4 


0.0 


93791 Liver Cirrhosis 


10.7 


1.8 


7.3 


93792 Lupus Kidney 


2.5 


2.6 


1.5 


93577 NCI-H292 


0.0 


4.5 


3.8 


93358 NCI-H292 IL-4 


0.0 


2.3 


0.0 


93360 NCI-H292 IL-9 


1.3 


0.4 


0.5 


93359 NCI-H292 IL-13 


0.0 


0.4 


0.0 


93357 NCI-H292 IFN gamma 


0.0 


P 0.5 


0.0 


93777 HPAEC - 


0.0 


0.0 


0.0 


93778 HPAEC IL-1 beta/TNA alpha 


0.0 


0.1 


0.4 


ys>zz>H iNormai Human .Lung rioroDlast none 


0.0 


A O 

0.8 


0.0 


93253_Normal Human Lung Fibroblast TNFa (4 
ng/ml) and IL-lb (1 ng/ml) 


0.0 


0.6 


0.0 


93257 Normal Human Lung Fibroblast IL-4 


0.0 


0.0 


0.0 


93256 Normal Human Lung Fibroblast IL-9 


0.0 


0.0 


0.0 


93255 Normal Human Lung Fibroblast IL-13 


0.0 


0.0 


0.0 


93258 Normal Human Lung Fibroblast IFN gamma 


0.0 


0.0 


0.0 


y o i uo uermai r i oro D lasts s^,l,u l u / u restmg 


A A 

0.0 


A *\ 

0.2 


0.0 


93361_Dermal Fibroblasts CCD1070JTNF alpha 4 
ng/ml 


O A 


iy.2 


9.4 


93105_Dermal Fibroblasts CCD1070 IL-1 beta 1 
ng/ml 


0.0 


0.0 


0.5 


93772 dermal fibroblast IFN gamma 


0.0 


0.0 


0.0 


93771 dermal fibroblast IL-4 


0.0 


0.0 


0.0 


93259 IBD Colitis 1** 


2.9 


0.2 


0.9 


93260 IBD Colitis 2 


1.5 


1.1 


2.4 


93261 IBDCrohns 


1.4 


0.5 


0.0 


735010 Colon normal 


34.9 


5.5 


31.0 


735019_Lung none 


11.8 


2.7 


11.6 


64028-1 Thymus none 


1.5 


0.4 


0.9 


64030-1 Kidney none 


4.5 


6.7 


11.8 
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Relative 
Expression(% | 




Relative 
ExDr essi on( °/o\ 


Tissue Name 


cnslx4tm6186f 
ag2455 a2 


Tissue Name 


cnslx4tm6186f_ 
ag2455 a2 


102633 BA4 Control 


9.1 


102605 BA17PSP 


1.3 


102641 BA4Control2 


59.7 


102612 BA17PSP2 


8.6 


102625 BA4 Alzheimer^ 


14.7 


102637 Sub Nigra Control 


31.8 


102649 BA4 Parkinson's 


20.1 


102645 Sub Nigra Control2 


35.7 


102656 BA4 Parkinson's2 


51.0 


102629 Sub Nigra Alzheimer's2 


15.7 


102664 BA4 Huntington's 


5.6 


102660 Sub Nigra Parkinson*s2 


29.9 


1.02671 BA4 Himtington's2 


29.6 


102667 Sub Nigra Huntington's 


50.1 


102603 BA4PSP 


9.6 


102674 Sub Nigra Huntmgton's2 


9.8 


102610 BA4PSP2 


22.2 


102614 Sub Nigra PSP2 


2.0 


102588 BA4 Depression 


0.9 


102592 Sub Nigra Depression 


0.0 


102596 BA4 Depression2 


8.8 


102599 Sub Nigra Depression2 


0.0 


102634 BA7 Control 


13.6 


102636 Glob Palladus Control 


43.8 


102642 BA7 Control2 


31.4 


102644 Glob Palladus Control2 


100.0 


102626 B A7 AIzheimer's2 


0.0 


102620 Glob Palladus Alzheimer's 


18.3 


102650 BA7 Parkinson's 


23.4 


102628_Glob Palladus 
Alzheimer's2 


15.2 


102657 BA7 Parkinson's2 


27.4 


102652 Glob Palladus Parkinson's 


24.9 


102665 BA7 Huntington's 


21.7 


102659_Glob Palladus 
Parkinson's2 


66.9 


102672 BA7 Huntington's2 


36.8 ! 


102606 Glob Palladus PSP 


45.4 


102604 BA7 PSP 


7.7 


102613 Glob Palladus PSP2 


43.1 


102611 BA7PSP2 


0.0 


102591 Glob Palladus Depression 


12.9 


102589 BA7 Depression 


9.0 


102638 Temp Pole Control 


23.1 


102632 BA9 Control 


3.7 


102646 Temp Pole Control2 


67.9 


102640 BA9 Control2 


30.4 


102622 Temp Pole Alzheimer's 


2.5 


102617 BA9 Alzheimer's 


0.0 


102630 Temp Pole Alzheimer^ 


6.7 


102624 BA9 Alzheimer's2 


1.7 


102653 Temp Pole Parkinson's- 


39.7 


102648 BA9 Parkinson's 


6.8 


102661 Temp Pole Parkinson^ 


12.8 


102655 BA9 Parkinson's2 


15.7 


102668 Temp Pole Huntington's 


26.1 


102663 BA9 Huntington's 


21.7 


102607 Temp Pole PSP 


0.0 


102670 BA9 Huntington's2 


1.1 


102615 Temp Pole PSP2 


0.0 


102602 BA9PSP 


3.6 


102600 Temp Pole Depression2 


4.8 


102609 BA9PSP2 


6.2 


102639 Cing Gyr Control 


36.1 


102587 BA9 Depression 


8.5 


102647 Cing Gyr Control2 


28.9 


102595 BA9 Depression2 


0.0 


102623 Cing Gyr Alzheimer's 


7.0 


102635 BA17 Control 


12.7 


L 02631 Cing Gyr Alzheimer 1 


0.0 


102643 BA17 Control2 


36.0 


L 02654 Cing Gyr Parkinson's 


17.7 


102627 BA17 Alzheimer^ 


5.3 ] 


102662 Cing Gyr Parkinson's2 


14.1 


102651 BA17 Parkinson's 


23.5 1 


102669 Cing Gyr Huntington's | 


52.1 


102658 BA17Parkinson's2 


18.3 ; 


102676 Cing Gyr Huntington's2 


8.5 


102666 BA17 Huntington's 


24.9 1 


102608 Cing Gyr PSP 


0.0 


1 02673 BA17 Huntington s2 


6.8 1 


102616 Cing Gyr PSP2 


0.6 


102590 BA17 Depression 


3.7 1 


[02594 Cing Gyr Depression 


5.0 
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102597 BA17Depression2 | ^6 [102601 Cing Gyr Depression2 



3.4 



Panel 1.2 Summary: Agl388 Expression of the NOV3 gene in the samples on this 
panel seems to be restricted, in large part, to normal tissues. The NOV3 gene is most highly 
expressed in a sample derived from cerebellum (CT = 26). Expression of this gene is also 
prominent in stomach. Based upon this pattern of expression, the expression of this gene 
might be of use as a marker of cerebellar or stomach tissue. 

Among CNS samples, the NOV3 gene is expressed in cerebellum, amygdala, 
hippocampus, thalamus, cerebral cortex and spinal cord. This result is consistent with what is 
observed in Panel 1.3D; please see below for summary of potential implications of the 
expression of this gene in the central nervous system. 

The NOV3 gene encodes a type 1 membrane protein with several leucine-rich-repeat 
domains, indicating that this gene product may be involved in extracellular signalling and/or 
interactions with the extracellular matrix. Among metabolically relevant tissues, this gene is 
expressed at low but significant levels in the adrenal gland, thyroid, heart and liver. As a 
potential extracellular signalling molecule, the NOV3 gene product may serve as an antibody 
target for diseases involving any or all of these tissues. 

Panel 1.3D Summary: Ag2455 Expression of the NOV3 gene in this panel is largely 
restricted to normal brain and normal lymphoid tissues. Highest expression of this gene is 
detected in spleen (CT = 30), with lower but significant expression in lymph node, bone 
marrow and thymus. Thus, the expression of this gene might be useful as a marker of 
lymphoid tissue. 

Moderate and roughly equivalent expression is also detected in several regions of the 
CNS including amygdala, cerebellum, substantia nigra, hippocampus, thalamus, cerebral 
cortex and spinal cord. In Drosophilia, the LRR region of axon guidance proteins has been 
shown to be critical for function (especially in axon repulsion) (ref. 1). Since the NOV3 gene 
encodes a leucine-rich-repeat protein that is expressed across all brain regions, it is an 
excellent candidate neuronal guidance protein for axons, dendrites and/or growth cones in 
general. Therefore, therapeutic modulation of the levels of this protein, or possible signaling 
via this protein, may be of utility in enhancing/directing compensatory synaptogenesis and 
fiber growth in the CNS in response to neuronal death (stroke, head trauma), axon lesion 
(spinal cord injury), or neurodegeneration (Alzheimer's, Parkinson's, Huntington's, vascular 
dementia or any neurodegenerative disease). 

Panel 2D Summary: Agl388/Ae2455 Results from two experiments using different 
probe/primer sets are in good agreement. Strikingly, expression of the NOV3 gene is highest 
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in two metastatic breast cancer samples (CT = 31-32), and is also detectable in several other 
breast cancer samples. In addition, there appears to be a moderate association with 
overexpression of the NOV3 gene in kidney cancers when compared to their normal adjacent 
tissues, as 6 of 9 pairs show this pattern of expression. Thus, expression of this gene could be 
used as a marker for the detection of breast or kidney cancer. In addition, therapeutic down 
modulation of the NOV3 gene product, through the use of antibodies or small molecule drugs, 
may be useful for the treatment of breast or kidney cancer. 

Panel 4D/4R Summary: Agl388/Ag24S5 Significant expression of the NOV3 gene 
is detected in bone marrow, spleen, and lymph node, as well as in the thymus in one 
experiment. These results are consistent with what is observed in Panel 1 .3D. In addition, 
differential NOV3 gene expression is observed in the eosinophil cell line EOL-1 under resting 
conditions over that in EOL-1 cells stimulated by phorbol ester and ionomycin. Furthermore, 
unstimulated T lymphocytes (Thl, Th2, and Trl) expressed this gene at higher levels than 
anti-CD28 + anti-CD3-stimulated T cells. Thus, the NOV3 gene may be involved in both 
eosinophil and T lymphocyte function. Antibodies raised against the NOV3 protein that 
stimulate its activity may be useful in reduction of eosinophil activation and may therefore be 
useful therapeutic antibodies for asthma and allergy, and also as anti-inflammatory 
therapeutics for T cell-mediated autoimmune and inflammatory diseases. Furthermore, the 
isolated extracellular domain of the NOV3 protein may likewise function as a protein 
therapeutic in the treatment of asthma, emphysema, and allergy, as well as in other 
autoimmune and inflammatory diseases such as rheumatoid arthritis, inflammatory bowel 
disease, and psoriasis. 

Panel CNSD.01 Summary: Ag2455 Among the samples on this panel, the NOV3 
gene is most highly expressed in the globus palladus, a region of the basal ganglia involved in 
the control of movement; various inputs to the globus palladus are lost in Parkinson's disease 
and Huntington' disease. Since there is evidence that leucine-rich repeat proteins are critical 
in axonal guidance, the protein encoded by the NOV3 gene may be important in the treatment 
of Parkinson's and/or Huntington's disease by stimulating neuroregeneration and/or stem cell 
implantation for the establishment of connectivity. Likewise modulation of the activity of this 
protein may serve to slow or stop neurodegeneration in these diseases. (Battye et al., Repellent 
signaling by Slit requires the leucine-rich repeats. J. Neurosci. 21: 4290-4298, 2001.) 

NOV4: Cathepsin-L Precursor-like 

Expression of the NOV4 gene (GMba39917_A) was assessed using the primer-probe 
sets Ag2453 described in Table 31. 
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Table 31 . Probe Name Ag2453 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEO ID NO - 


Forward 


5 » - CTCTGGAAGGGCAGATGTTT- 3 1 


59.3 


20 


473 


161 


Probe 


FAM-5 » - 

TGGAAAACAGGCAAACTTATCTCACTGA- 
3 ' -TAMRA 


66.9 


28 


493 


162 


Reverse 


5 » -CCAGAGCAGTCTACCAGATTGA-3 » 


59.5 


22 


527 


163 



Expression of this gene in panels 1.3D, 2D, 4D, and Cns_Neurodegeneration_V1.0 
5 was low/undetectable (Ct values >35) in all samples (data not shown). 

NOV5: Fatty Acid-Binding Protein-like 

Expression of the NOV5 gene (GMba381 18_A) was assessed using the primer-probe 
set Ag2456, described in Table 32. Results of the RTQ-PCR runs are shown in Tables 33, 34, 
35, 36, and 37. 



Table 32 . Probe Name Ag2456 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 * - AGTGGTGGAGTGTGTCATGAA- 3 ' 


59 


21 


404 


164 


Probe 


TET- 5 * - 

CAATGTCACCTGTACTCGGATCTATGA-3 ' - 
TAMRA 


64 .5 


27 


425 


165 


Reverse 


5 ' - CTGTCCAAAGTGATGATGGAA- 3 » 


58.6 


21 


468 


166 



Table 33. Panel 1.3D 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


13dtm3778t 
a&2456 


13dtm3778t 
ag2456 


Liver adenocarcinoma 


2.7 


Kidney (fetal) 


3.0 


Pancreas 


4.2 


Renal ca. 786-0 


3.6 


Pancreatic ca. CAPAN 2 


1.0 


Renal ca. A498 


20.6 


Adrenal gland 


2.3 


Renal ca. RXF 393 


2.0 


Thyroid 


4.0 


Renal ca. ACHN 


0.8 


Salivary gland 


2.3 


Renal ca UO-31 


12.4 


Pituitary gland 


3.3 


Renal ca. TK-10 


13 


Brain (fetal) 


15.6 


Liver 


0.9 


Brain (whole) 


5.4 


Liver (fetal) 


6.1 


Brain (amygdala) 


14.6 


Liver ca. (hepatoblast) HepG2 


2.9 


Brain (cerebellum) 


4.6 


Lung 


28.9 


Brain (hippocampus) 


71.2 


Lung (fetal) 


7.8 


Brain (substantia nigra) 


7.9 


Lung ca. (small cell) LX-1 


4.2 


Brain (thalamus) 


11.7 


Lung ca. (small cell) NCI-H69 


14.3 
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Cerebral Cortex 


12.4 


Lung ca. (s.cell var.) SHP-77 


20.9 


Spinal cord 


13.7 


Lung ca. (large cell)NCI-H460 


3.1 


CNS ca. (Rlio/astro) U87-MG 


3.6 


Lung ca. (non-sm. cell) A549 


! 3.3 


CNS ca. (glio/astro) U-l 18-MG 


1.7 


Lung ca. (non-s.cell) NCI-H23 


7.7 


CNS ca. (astro) SWI783 


0.7 


Lung ca (non-s.cell) HOP^62 


1.9 


CNS ca.* (neuro; met ) SK-N-AS 


! 25.3 


Lung ca. (non-sxl) NCI-H522 


0.4 


CNS ca. (astro) SF-539 


1.4 


Lung ca. (squam.) SW 900 


0.5 


CNS ca. (astro) SNB-75 


1.2 


Lung ca. (squam.) NCI-H596 


9.7 


CNS ca. (glio) SNB-19 


0.7 


Mammary gland 


15.9 


CNS ca. (glio)U251 


0.4 


Breast ca.* (pi. effusion) MCF-7 


1.2 


CNS ca. (glio) SF-295 


0.4 


Breast ca.* (pl.ef) MDA-MB-231 


20.9 


Heart (fetal) 


7.9 


Breast ca.* (pi. effusion) T47D 


0.5 


Heart 


12.5 


Breast ca. BT-549 


32.3 


Fetal Skeletal 


14.3 


Breast ca. MDA-N 


1.3 


Skeletal muscle 


4.3 


Ovary 


1.2 


Bone marrow 


6.9 


Ovarian ca. OVCAR-3 


2.1 


Thymus 


4.2 


Ovarian ca. OVCAR-4 


0.1 


Spleen 


17.1 


Ovarian ca. OVCAR-5 ! 


4.1 


Lymph node 


6.6 


Ovarian ca. OVCAR-8 


4.7 


Colorectal 


7.7 


Ovarian ca. IGROV-1 


2.5 


Stomach 


16.0 


Ovarian ca.* (ascites) SK-OV-3 


9.5 


Small intestine 


23.0 


Uterus 


3.4 | 


Colon ca. SW480 


14.6 


Placenta 


21.8 


Colon ca.* (SW480 met)SW620 


10.3 


Prostate 


2.6 


Colon ca. HT29 


6.0 


Prostate ca.* (bone met)PC-3 


6.7 


Colon ca. HCT-116 


23.2 


restis 


7.4 


Colon ca. CaCo-2 


13.1 


Melanoma Hs688(A).T 


0 7 


83219 CC Well to Mod Diff 
(OD03866) 


16.5 


Melanoma* (met) Hs688(B).T 


0.6 


Colon ca. HCC-2998 


25.3 1 


vlelanoma UACC-62 


2.5 


Gastric ca.* (liver met) NCI-N87 


17.0 1 


vlelanoma M14 


2.5 


Bladder 


3.7 I 


vlelanoma LOX IMVI ! 


16.8 


Trachea 


20.0 I 


Vlelanoma* (met) SK-MEL-5 


100.0 


Kidney 


0.8 i 


Adipose 


13.4 



Table 34. Panel 2D 



Tissue Name 


Relative 
Expression %) 


Tissue Name 


Relative 
Expression(%) 


2dtm3779t 
ag2456 


2dtm3779t 
a&2456 


Normal Colon GENPAK 061003 


13.9 


Kidney NAT Clontech 8120608 


0.1 


83219 CC Well to Mod Diff 
(OD03866) 


3.3 


Kidney Cancer Clontech 8120613 


0.2 


83220 CC NAT (OD03866) 


2.7 


Kidney NAT Clontech 8 120614 


0.0 


83221 CC Gr.2 rectosigmoid 
(OD03868) 


1.7 


Kidney Cancer Clontech 9010320 


1.8 


83222 CC NAT (OD03868) 


0.6 


Kidney NAT Clontech 9010321 


0.2 
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83235 CC Mod Diff (ODO3920) 


4.2 


Normal Uterus GENPAK 061018 


0.5 


&3z3o CC NAI (ODUJyzO) 


1.7 


Uterus Cancer CjbNrAK 0o4Ul 1 


l.O 


83237 CC Gr.2 ascend colon 
(OD03921) 


10.2 


Normal Thyroid Clontech A+ 
6570-1 


1.0 


o3Z3o CC JNA1 \\JL>\j5yZ\) 


i 1 

3.1 


inyroid cancer CJbJNrAJs. Uo4Ulu 


a a 

u.o 


83241 CC from Partial 
riepaiecioniy ^uuu43uy j 


u " 


Thyroid Cancer INVITROGEN 

AoUZl DZ 


u.o 


o 3/.** j. .Liver in a i (LJ.L>iJ43uy > / 


A "3 
U.3 


Thyroid NAT INVITROGEN 

A "2AO 1 <1 
/\J>UZ1 J J 


1 A 
1.4 


87472 Colon mets to lung 
(OD04451-01) 


1.4 


Normal Breast GENPAK 061019 


2.1 


<J'7/!'7^ T XT A T fr\T\f\AA < 1 AO\ 

0/4/3 .Lung NAI (UUU4451-U2) 


Z.J 


o4S / / h>reast cancer (UUl)43oo) 


A 1 


Normal Prostate Clontech A+ 

0D40-1 


A < 
U-D 


85975 Breast Cancer (OD04590- 

A1\ 

01) 


O A 
Z.U 


©4 J 4U rTOstare cancer ( UUU44 i u> 


"> A 
Z.U 


85976 Breast Cancer Mets 


1 1 

3.1 


o4141 ITOState NAI ((J1JU441U) 


/I A 

4.U 


87070 Breast Cancer Metastasis 

ff\r\(\A£LG>< A^\ 


i i 

1.1 


87073 Prostate Cancer (OD04720- 
01) 


i i 
1.1 


crxijNr^AJs. ±>reast cancer uo4uuo 


l.O 


87074 Prostate NAT (OD04720- 
02) 


1.5 


Breast Cancer Res. Gen. 1024 


1.0 


Normal i-ung CiiiNr'AJv uoiuiu 


11.3 


JtJreast cancer ciontecn y iuuzoo 


A O 


83239 Lung Met to Muscle 

(U1JU4ZOO) 


1 A 

1.4 


Jbsreast rvi a i ciontecn y i uuzo d 


A /Z 


5.3Z4U IVLUSCie NAI V.UJL/L/4ZOOJ 


l.Z 


Breast Cancer INVITROGEN 

AZU5/U / 3 


1 c 
l.D 


84136 Lung Malignant Cancer 
(OD03126) 


5.8 


Breast NAT INVITROGEN 
A2090734 


0.7 


84137 Lung NAT (OD03126) 


20.7 


Normal Liver GENPAK 061009 


0.0 


o4o / 1 i-ung cancer vvJDU44U4j 


1 fin a 


Liver Cancer OJbNr AK Uo40u3 


A O 
O.Z 


0/1 OTO T ii<n *• XTAT fr\T\f\A Af\A\ 

o4o /Z Cung In A 1 (UJUU44U4) 


3.3 


Liver Cancer Research Genetics 

t>XTA 1AO< 

KJMA IUzj 


A 1 
0.1 


o4o/j Cling Cancer (UL>U4joj) 


3o.l 


Liver Cancer Research Genetics 

OXTA 1A*>iC 

KNA lUzo 


A O 

O.Z 


54o/0 CUng JNA1 V^tJU4jOjJ 


O A 

z.y 


Paired Liver Cancer Tissue 
Kesearcn oeneucs kin A OUU4-1 


A O 

U.z 


oji/jU Cung Cancer (UDU4Z3 /-Ul) 


5.7 


Paired Liver Tissue Research 

r^fltirtf- T>XT A £.f\f\A XT 

Cenetacs KJNA O0U4-JN 


A 

O.o 


8>y /U Cung NAI (UDU4z37-Uz) 


4.2 


Paired Liver Cancer Tissue 
Kesearcn Oenencs KNA 6005- 1 


A O 

U.z 


83255 Ocular Mel Met to Liver 
(ODO4310) 


1.3 


Paired Liver Tissue Research 
Genetics RNA 6005-N 


o.o I 


Q-JOC/: T U XT A T /T\T\f~\A1 1 A\ 

o3Z->0 l^iver JNA1 ^U-L«J431U) 


A A 

0.4 


vt .1 Til. J i /^r»\n\ a A£1 AA1 

Normal Bladder CrliNPAK 061 001 


z.o 


84139 Melanoma Mets to Lung 

(CHJU43Z1 ) 


3.2 


Bladder Cancer Research Genetics 

"DXTA 1 ATI 

KNA 1UZ3 


A < 

U.D 


QA 1 1Q T imn XT AT /TYTlA/l'ao 1\ 

o4I3o JLUng JNA1 (CMJU43Z1) 


O. / 


Bladder Cancer INVITROGEN 

A 1 A1 1 *7*2 

A30Z1 /3 


iz.y 


XT.,. iLLJil Vi/7«atr /TCXTD A V A/C1AAO 

jNormai Jvianey oxinkak. UoIUUo 


i a 

1.0 


87071 Bladder Cancer (OD04718- 

A1\ 

01) 


/I A 

4.U 


83786 Kidney Ca, Nuclear grade 2 
(OD04338) 


1.2 


87072 Bladder Normal Adjacent 
(OD04718-03) 


1.5 


S3 /o / ivianey JNAl (UL)U433o) 


A *7 

0.7 


Normal Ovary Res. Gen. 


0.2 


83788 Kidney Ca Nuclear grade 
1/2 (OD04339) 


1.3 


Ovarian Cancer GENPAK 064008 


5.8 


83789 Kidney NAT (OD04339) 


1.0 


87492 Ovary Cancer (OD04768- 


3.1 
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07) 




83790 Kidney Ca, Clear cell type 
(OD04340) 


1 7 


o i v^vary in a i /oo-Uo ) 


! 1.1 


83791 Kidney NAT (OD04340) 


\J.\> 


Normal Stomach GENPAK 


1.5 


83792 Kidney Ca, Nuclear grade 3 
(OD04348) 


2.5 


Gastric Cancer Clontech 9060358 


0.7 


83793 Kidney NAT (OD04348'> 


O & 

V.*T 


MAT* C*/vrr»o/*V\ PlnntaAk OA<TAOCn 

iNAi oiomacn ^lontecn yuoU3jy 


2.4 


87474 Kidney Cancer (OD04622- 
01) 


3.0 


Gastric Cancer Clontech 9060395 


4.2 


87475 Kidney NAT (OD04622-03] 


0 1 

v. X 


MAX ^trvmanTi (~^1r\-rt+or>l* Q/KAIO/I 


1.6 


85973 Kidney Cancer (OD04450- 
01) 


0.6 


Gastric Cancer Clontech 9060397 


4.6 


85974 Kidney NAT (OD04450-03) 


0.3 


NAT Stomach Clontech 9060396 


0.8 


Kidney Cancer Clontech 8120607 


0.0 


Gastric Cancer GENPAK 064005 


3.2 


Table 35. Panel 3D 




Relative 
Expression(%) 




Relative 
Expression(%) 


Tissue Name 


3dx4tm6021t a 
g2456 b2 


Tissue Name 


3dx4tm6021t a 
g2456 b2 


94905_Daoy_MeduUoblastoma/Ce 
rebellum sscDNA 


2.0 


94954_Ca SkiCervical 
epidermoid carcinoma 
(metastasis) sscDNA 


25.0 


94906JTE67 l_Medulloblastom/Ce 
rebellum sscDNA 


0.1 


94955_ES-2_Ovarian clear ceU 
carcinoma sscDNA 


24.1 


94907_D283 

Med_MedullobIastoma/CerebelIum 
sscDNA 


7.1 


94957_Ramos/6h stun_ Stimulated 
with PMA/ionomycin 6h sscDNA 


25.3 


94908 JPFSK- 1 JPrimitive 
Neuroectodermal/Cerebellum ssc 
UNA 


3.8 


94958_Ramos/14h stim_ 
Stimulated with PMA/ionomycin 
14h sscDNA 


28.7 


94909 XF-498 CNS sscDNA 


0.0 


94962_MEG-0 l_Chronic 
myelogenous leukemia 
(megokaryoblast) sscDNA 


48.4 


94910JSNB- 

78. CNS/glioma sscDNA 


0.7 


94963_Raji_Burkitt , s 
lymphoma sscDNA 


13.1 


9491 1_SF- 

268 CNS/glioblastoma sscDNA 


2.2 


94964 JDaudi^Burkitt's 
lymphoma sscDNA 


46.1 


94912 T98G Glioblastoma sscD 
NA 


0.3 


94965_U266J3-cell 
plasmacytoma/myeloma sscDNA 


1.9 


96776_SK-N-SHJSleuroblastonia 
(metastasis) sscDNA 


7.4 


?4968_CA46JBurlritt T s 
ymphoma sscDNA 


22.0 


94913_SF- 

295 CNS/glioblastoma sscDNA 


< 

0.7 1 


?4970_RL_non-Hodgkin f s B-cell 
ymphoma sscDNA 


10.9 


94914 Cerebellum sscDNA 


( 

7.i i 


>4972_JMl_pre-B-ceU 
ymphoma/leukemia sscDNA 


23.6 


96777 Cerebellum sscDNA 


2.8 I 


>4973_JurkatJT cell 
eukemia sscDNA 


23.4 


94916_NCI- 

H292_Mucoepidermoid lung 
carcinoma sscDNA 


S 

28.3 1 


>4974_TF- 
Erythroleukemia sscDNA 


19.1 


94917JDMS-1 14_Small cell lung 
cancer sscDNA 


S 

8.7 1 


>4975_HUT 78JT-cell 
ymphoma sscDNA 


21.3 


94918_DMS-79_Small cell lung 
cancer/neuroendocrine sscDNA 


S 

62.6 1 


>4977_U937_Hisuocytic 
ymphomasscDNA 


40.0 ! 
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949l9_NCI-H146_Small cell lung 
cancer/neuroendocrine sscDNA 


63.7 


94980_KU-8 1 2__Myelogenous 
leukemia sscDNA 


Zd. 1 


94920_NCI-H526__Small cell lung 
cancer/neuroendocrine sscDNA 


90.5 


94981_769-P_Clear cell renal 
carcinoma sscDNA 




94921_NCI-N417jSmall cell lung 
cancer/neuroendocrine sscDNA 


0.3 


94983_Caki-2_Clear cell renal 
carcinoma sscDNA 


Zo.3 


94923_NCI-H82_Sinall cell lung 
cancer/neuroendocrine sscDNA 


1 "7 

1.7 


94984 JSW 839_Clear cell renal 
carcinoma sscDNA 


u.z 


94924_NCI-H157_Squamous cell 
lung cancer (metastasis^sscDNA 


21.5 


94986_G401_Wilms t 
tumor sscDNA 


4.2 


94925_NCI-H1 155_Large cell 
lung 

cancer/neuroendocrine sscDNA 


0.6 


94987_Hs766T_Pancreatic 
carcinoma (LN 
metastasis) sscDNA 


2.7 


94926_NCI-H1299JLarge cell 
lung 

cancer/neuroendocrine sscDNA 


63.0 


94988_CAPAN- l_Pancreatic 
adenocarcinoma (liver 
metastasis) sscDNA 


4.3 


94927 JNCI-H727_Lung 
carcinoid sscDNA 


100.0 


94989_SU86.86_Pancreatic 
carcinoma (liver 
metastasis)_sscDNA 


20.2 


94928_NCI-UMC-1 l_Lung 
carcinoid sscDNA 


1 A 

1.4 


94990_BxPC-3_Pancreatic 
adenocarcinoma sscDNA 


6.0 


94929_LX-l__Small cell lung 
cancer sscDNA 


17.7 


94991_HPACJPancreatic 
adenocarcinoma sscDNA 


1 1 c 

11.5 


94930_Colo-205_Colon 
cancer sscDNA 


1 A £ 

14.5 


94992_MIA PaCa-2_Pancreatic 
carcinoma sscDNA 


1.7 


94931_KM12_Colon 
cancer sscDNA 


51.3 


94993_CFPAC-l_Pancreatic 
ductal adenocarcinoma sscDNA 


17.5 


94932 JCM20L2_Colon 
cancer sscDNA 


5.2 


94994_PANC-lJPancreatic 
epithelioid ductal 
carcinoma sscDNA 


7.0 


94933_NCI-H71 6__CoIon 
cancer sscDNA 


63.6 


94996 JT24JBladder carcinma | 
(transitional cell)_sscDNA 


16.7 


94935_SW-48_Colon 
adenocarcinoma sscDNA 


4.1 


94997_5637_Bladder 
carcinoma sscDNA 


19.6 


94936_SW1116_Colon 
adenocarcinoma sscDNA 


5.6 


94998_HT-1 1 97_Bladder 
carcinoma sscDNA 


13.2 


94937 JJS 174T_Colon 
adenocarcinoma sscDNA 


12.8 


94999JJM-UC-3_Bladder 
carcinma (transitional 
cell)_sscDNA 


5.7 


94938_SW-948_Colon 
adenocarcinoma sscDNA 


2.1 


95000_A204_Rhabdomyosarcoma 
sscDNA 


1.6 


94939_SW-480_Colon 
adenocarcinoma sscDNA 


7.0 


9500 1_HT- 

1080 Fibrosarcoma sscDNA 


3.3 


94940_NCI-SNU-5_Gastric 
carcinoma sscDNA 


6.8 


95002 JMG-63_Osteosarcoma 
(bone)_sscDNA 


3.0 


94941 JKATO mjjastric 
carcinoma sscDNA 


15.8 


95003_SK-LMS- 

lJLeiomyosarcoma 

(vurva)_sscDNA 


1.3 


94943_NO-SNU-l 6_Gastric 
carcinoma sscDNA 


16.8 


95 004_S JRH3 0_Rhabdomy osarco 
ma (met to bone marrow)_sscDNA 


0.2 


94944_NCI-SNU- l_Gastric 
carcinoma sscDNA 


81.9 


95005_A43 l_Epidermoid 
carcinoma sscDNA 


13.0 


94946_RF- 1 _Gastric 
adenocarcinoma sscDNA 


17.6 


95007_WM266- 

4 Melanoma sscDNA 


0.7 


94947_RF-48_Gastric 
adenocarcinoma sscDNA 


Z/.Z 


95010JDU 145_Prostate 
carcinoma (brain 
metastasis) sscDNA 




96778_MKN-45_Gastric 
carcinoma sscDNA 


6.7 


950 1 2_MDA-MB-468_Breast 
adenocarcinoma sscDNA 


0.7 



232 



WO 02/29058 PCTAJS01/31 248 



94949_NCI-N87_Gastric 
carcinoma sscDNA 


18.3 


95013_SCC-4_Squamous cell 

rarrinnma r\f* tnnmip ccpriM A 




9495 l_OVCAR-5_Ovarian 
carcinoma sscDNA 


3.9 


95014_SCC-9_Squamous cell 

rarnn nms nf* ti\t\ontt» ccoT^YM A 


A /C 
U.O 


94952 JtL95-2_Uterine 
carcinoma sscDNA 


0.1 


95015_SCC-15_Squamous cell 
carcinoma of tongue sscDNA 


0.5 


94953_HelaS3_Cervical 
adenocarcinoma sscDNA 


2.5 


95017_CAL 27_Squamous cell 
carcinoma of tongue sscDNA 


9.9 



Table 36. Panel 4D 





Relative 
Expression(%) 




Relative 
Expression(%) 


Tissue Name 


4dtm3780t 
ag2456 


Tissue Name 


4dtm3780t 
ag2456 " 


93768_SecondaryThl anti- 
CD28/anti-CD3 


19.5 


93100 HUVEC (Endothelial) IL- 
lb 


! 6.0 


93769_Secondary Th2 anti- 
CD28/anti-CD3 


11.1 


93779_HUVEC (Endothelial)_IFN 
gamma 


11.1 


93770_SecondaryTrl anti- 
CD28/anti-CD3 


15.9 


93102_HUVEC 

(Endothelial)_TNF alpha + IFN 
gamma 


5.8 


93573_Secondary Thl resting day 
4-6 in 1L-2 


0.5 


93101JHUVEC 

(Endothelial) TNF alpha + IL4 


33.0 


93572 Secondary Th2 resting day 
4-6 in IL-2 


0.8 


93781 HUVEC (Endothelial) IL- 
11 


4.2 


93571 Secondary Trl resting day 
4-6 in IL-2 


0.9 


93583_Lung Microvascular 
Endothelial Cells none 


15.2 


93568 primary Thl anti- 
CD28/anti-CD3 


17.0 


935S4JLung Microvascular 
Endothelial Cells TNFa(4ng/ml) 
and DLlb(l ng/ml) 


20.0 


93569 jrirnary Th2 anti- 
CD28/anti-CD3 


14.5 


92 662_Micro vascular Dermal 
endothehum none 


22.5 


93570 primary Trl anti- 
CD28/anti-CD3 


29.1 


92663_Microsvasular Dermal 
endothelium TNFa (4 ng/ml) and 
ELlb(l ng/ml) 


9.5 


93565 primary Thl resting dy 4-6 
in IL-2 


4.0 


93773 JBronchial 

epithelium TNFa (4 ng/ml) and 

ILlb (1 ng/ml) ** 


1.8 


93566_pnmary Th2_resting dy 4-6 
in IL-2 


2.9 


93347_Small Airway 
Epithelium none 


3.4 


93567 jrimary Trl_resting dy 4-6 
in IL-2 


1.5 


93348_Small Airway 
Epithelium TNFa (4 ng/ml) and 
0.1b (1 ng/ml) 


16.5 


93351_CD45RA CD4 j 
lymphocyte anti-CD28/anti-CD3 


8.0 


52668 C^ATYvn prv A-rfpn; 

SMC resting 


3.0 


93352_CD45RO CD4 
lymphocyte anti-CD28/anti-CD3 


12.1 


92669_Coronery Artery 

SMC TNFa (4 ng/ml) and ILlb (1 

ag/ml) 


1.6 


9325 1_CD8 Lymphocytes anti- 
CD28/anti-CD3 


14.5 < 


?3107 astrocytes resting 


3.7 


93353_chromc CD8 Lymphocytes 
2ry resting dy 4-6 in IL-2 


< 

8.8 j 


?3108 astrocytes TNFa (4 ng/ml) 
md ILlb (1 ng/ml) 


1.1 


93574_chronic CD8 Lymphocytes 
2ry_ activated CD3/CD28 


7.9 < 


)2666 KU-8 12 (Basophil) resting 


10.0 


93354 CD4 none 


c 

0.4 


>2667_KU-812 
Basophil) PMA/ionoycin 


18.9 


93252 Secondary 


1.7 


>3579 CCD1106 


4.8 
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Thl/Th2/Trl_anti-CD95 CH11 




(Keratinocytes)_none 




93103 LAK cells resting 


9.5 


935S0_CCD1106 
flCeratinocvtes'V TNFa and IFNp 

** 


0.7 


93788 LAK cells IL-2 


11.3 


93791 Liver Cirrhosis 


0.4 


93787 LAK cells IL-2+IL-12 


6.7 


93792 Lupus Kidney 


0.3 


QV789 LAK cells IT -2-fTFN 
gamma 


9.3 


93577 NCI-H292 


1.8 


93790 LAK cells EL-2+ IL-18 


11.3 


9335 8 NCI-H292 IL-4 


4.2 


cells PMA/ionomycin and IL- 1 8 


9.4 


93360 NCI-H292 IL-9 


6.7 


93578 NK Cells IL-2 resting 


3.3 


93359 NCI-H292 IL-13 


2.0 


93 1 09_Mixed Lymphocyte 
Reaction_Two Way MLR 


4.8 


93357 NCI-H292 IFN gamma 


3.0 


93 1 1 0_Mixed Lymphocyte 
Reaction Two Way MLR 


6.5 


93777 HPAJBC - 


9.7 


93 11 l_Mixed Lymphocyte 
Reaction Two Way MLR 


A A 

4.4 


93778_HPAEC__IL-1 beta/TNA 
alpha 


9.0 


931 12_Mononuclear Cells 
(PBMCs) resting 


0.3 


93254_Normal Human Lung 
Fibroblast none 


1.1 


93 1 13_Mononuclear Cells 
(PBMCs) PWM 


30.1 


93253_Normal Human Lung 
Fibroblast_TNFa (4 ng/ml) and EL- 
lb (1 ng/ml) 


0.5 


931 14_Mononuclear Cells 
(PBMCs)_PHA-L 


12.9 


93257_Normal Human Lung 
Fibroblast_IL-4 


5.6 


93249_Ramos (B cell)_none 


22.4 


93256_Normal Human Lung 
Fibroblast IL-9 


3.7 


93250_Ramos (B cell)_ionomycin 


73.2 


93255_Normal Human Lung 
Fibroblast IL-13 


3.4 


93349 B lymphocytes PWM 


100.0 


93258JMormal Human Lung 
FibroblastlFN gamma 


3.9 


93350 Blymphoytes CD40Land 
IL-4 


6.7 


93106_Dermal Fibroblasts 
CCD1070_resting 


6.2 


92665JEOI^l 

(Eosinophil)_dbcAMP 

differentiated 


5.5 


93361_Dermal Fibroblasts 
CCD1070 TNF alpha 4 ng/ml 


10.7 


93248_EOL-l 

(Eosmopliil)_dbcAMP/PMAionom 
ycin 


3.6 


93 1 05_Dermal Fibroblasts 
CCD 1070 IL-1 beta 1 ng/ml 


2.4 


93356 Dendritic Cells none 


17.3 


93772__dermal fibroblast lFN 
^amma 


1.0 


Q/V*SS Dfnvln'tir CVlIc TP<3 IftO 

7JJJJ VCUb LiIl) luu 

ng/rnl 


16.8 


93771 dermal fibroblast IL-4 


3.0 


93775 Dendritic Cells anti-CD40 


21.9 


93260 IBD Colitis 2 


0.4 


93774_Monocytes resting 


0.5 


93261 IBDCrohns 


0.4 


93776 Monocytes LPS 50 ng/ml 


1.1 


735010 Colon normal 


2.9 


93581 Macrophagesjresting 


39.2 


735019 Lung none 


6.7 


93582_Macrophages_LPS 100 
ng/ml 


3.7 


S Af\f\€~i 4 l|<| 

64028- l_Thymus _none 


1.7 


93098_HUVEC 
(linao tnenai jnone 


11./ 


CA(\1C\ 1 f i^nrni -ma-ma 

ivianey none 


^ /i 


93099_HUVEC 
(Endothelial)_starved 


18.8 







Table 37. Panel CNS_neurodegeneration_vl.O 
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Relative 
Expression (%) 




Relative 
Expression 
(%) 


Tissue Name 


tm7017t 
ag2456 b2 si 


Tissue Name 


rm7017t no 

■•111 1 V/X / I t m 

2456 b2~sl 


AD 1 Hippo 


0.0 


Control (Path) 3 Temporal Ctx 


0.0 


AD 2 Hippo 


0.0 


Control (Path) 4 Temporal Ctx 


0.1 


AD 3 Hippo 


0.0 


AD 1 Occipital Ctx 


0.0 


AD 4 Hippo 


0.0 


AD 2 Occipital Ctx (Missing) 


0.0 


AD 5 Hippo 


100.0 


AD 3 Occipital Ctx 


0.0 


AD 6 Hippo 


0.5 . 


AD 4 Occipital Ctx 


0.0 


Control 2 Hippo 


0.0 


AD 5 Occipital Ctx 


99.2 


Control 4 Hippo 


0.0 


AD 6 Occipital Ctx 


2.4 


Control (Path) 3 Hippo 


0.2 


Control 1 Occipital Ctx 


0.0 


AD 1 Temporal Ctx 


0.0 


Control 2 Occipital Ctx 


0.0 


AD 2 Temporal Ctx 


0.0 


Control 3 Occipital Ctx 


0.0 


AD 3 Temporal Ctx 


0.0 


Control 4 Occipital Ctx 


0.0 


AD 4 Temporal Ctx 


0 


Control (Path) 1 Occipital Ctx 


0.1 ! 


AD 5 Inf Temporal Ctx 


46.2 


Control (Path) 2 Occipital Ctx 


0.0 


AD 5 Sup Temporal Ctx 


99.2 


Control (Path) 3 Occipital Ctx 


0.0 


AD 6 Inf Temporal Ctx 


0.5 


Control (Path) 4 Occipital Ctx 


0.0 


AD 6 Sup Temporal Ctx 


0.4 


Control 1 Parietal 


o.o ! 


Control 1 Temporal Ctx 


0.0 


Control 2 Parietal 


0.1 


Control 2 Temporal Ctx 


0.0 


Control 3 Parietal 


0.0 


Control 3 Temporal Ctx 


0.0 < 


Control (Path) 1 Parietal 


0.1 


Control 3 Temporal Ctx 


0.0 < 


Control (Path) 2 Parietal 


o.o 


Control (Path) 1 Temporal Ctx 


0.0 ( 


Control (Path) 3 Parietal 


0.0 


Control (Path) 2 Temporal Ctx 


0.0 ( 


Control (Path) 4 Parietal 


0.1 



Pamel 1.3B Sunnimary: Ae2456 Expression of the NOV5 gene is highest in melanoma 
(CT = 26.4) and is expressed at moderate to high levels across all melanoma cancer cell lines 
present in this panel. This expression profile strongly suggests that the NOV5 gene could be 
used to distinguish melanoma cell lines from other tissue samples. 

Panel 1.3D also shows that the NOV5 gene is expressed at high to moderate levels in 
the brain. Among CNS samples, this gene is expressed at highest levels (CT = 26.9) in the 
hippocampus region of the brain. Expression is also detected in the cerebral cortex, 
cerebellum, substantia nigra, thalamus, amygdala, and spinal cord. The NOV5 gene encodes a 
protein with homology to fatty acid binding proteins. Fatty acids are ubiquitious in central 
nervous system associated membranes such as myelin, synaptic vesicles, pre- and post- 
synaptic membranes, and synaptosomal cytosol, where they play a critical role in membrane 
composition and fluidity. Therefore, the fatty acid binding proteins that transport the 
hydrophobic fatty acids into the cell play an important role both during development and 
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during dendritic outgrowth repair, axonal extension, and compensatory synaptogenesis. Fatty 
acid tranport proteins are upregulated during the response to injury, and the decrease in levels 
in aged mammals may be partially responsible for their decreased ability to respond to and 
repair CNS injury. Thus, the Gmba38818_A protein product may play a role in some or all of 
5 these central nervous system related processes and therapeutic modulation of the gene product 
could be important in treating these same disease processes. 

This gene is also widely expressed at moderate levels in most metabolic tissues, 
including adipose, adrenal gland, adult and fetal heart, adult and fetal liver, adult and skeletal 
muscle, pancreas (CT=31), pituitary and thyroid. Therefore, therapeutic targeting of the fatty 
10 acid binding protein encoded by the NOV5 gene may be useful for the treatment of metabolic 
diseases, such as obesity and diabetes. 

Panel 2D Summary Ag2456 Expression of the NOV5 gene is highest in lung cancer 
(CT = 23.1). Overexpression of the NOV5 gene is seen in 3/5 lung cancer samples when 
compared to their normal adjacent tissue counterparts. Thus, based on this expression profile, 
15 the expression of the NOV5 gene could be used to distinguish lung cancer samples from 
normal lung, hi addition, therapeutic modulation of the NOV5 gene product, through the use 
of small molecule drugs or antibodies, could be beneficial in the treatment of lung cancer. 

Panel 3D Summary Ag2456 E xpression of the NOV5 gene is highest in samples 
derived from colon cancer (CT=29), and lung cancer (CT=28.3) cell lines. Overexpression of 
20 this gene in lung cancers is consistent with the results in panel 2D. Thus, based on this 

expression pattern, the NOV5 gene could be used to distinguish lung cancer cell lines from 
other cell lines. In addition, therapeutic modulation of this gene product, through the use of 
small molecule drugs or antibodies, could potentially be effective in the treatment of lung 
cancer. 

25 Panel 4D Summary Ag2456 Expression of the NOV5 gene is highest in primary B 

cells activated by PWM (CT = 24.4), and in an activated B cell line, Ramos (CT == 24.9). The 
expression of the Gmba38818_A gene in PBMC treated with the B cell mitogen, PWM, (CT = 
26.2) is consistent with this data. This gene probably encodes for a fatty acid binding protein 
that might be involved in B cell trafficking. Thus, drug targeting of the fatty acid binding 

30 protein encoded by the NOV5 gene may be valuable for treatment of immune disease 

processes, particularly autoimmune diseases such as lupus, rheumatoid arthritis, and diseases 
associated with hyperglobulinemia. 

Panel CNS_neurodegeneration_vl.O Summary Ag2456 Expression of the NOV5 
gene is highest in tissue samples derived from different brain regions of a patient with 
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Alzheimer's disease. These regions include the hippocampus (CT = 19.4), the superior 
temporal cortex (CT = 19.5), the inferior temporal cortex (CT = 20.6), and the occipital cortex 
(CT = 19.5). Thus, this gene may be involved in the pathology of at least one form of 
Alzheimer's disease. Upregulation of the NOV5 gene or its protein product may be of use in 
5 enhancing compensatory synatogenesis and axon or dendritic outgrowth in response to spinal 
cord injury, neuronal death resulting from stroke or head trauma, or neurodegeneration present 
in Alzheimer's, Parkinson's, Huntington's, spinocerebellar ataxia, progressive supranuclear 
palsy. (Glatz et al., J Mol Neurosci 16:23-32, 2001; Pu et al., Mol Cell Biochem 198:69-78, 
1999; Liu et al., J Neurosci Res 48:551-62, 1997.) 
10 NOV6a: Neurolysis Precursor-like 

Expression of the NOV6a gene (SC133790496_A) was assessed using the primer- 
probe set Ag2458, described in Table 38. Results of the RTQ-PCR runs are shown in Tables 
39, 40,41,42, 43, 44, and 45. 

1 5 Table 38 . Probe Name Ag2458 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID NO: 


Forward 


5 ' -GTTGGTGGTTCCAGGATTTT-3 1 


58.7 


20 


58 


167 


Probe 


TET-5 ' - 

TGATGTCTCCTCTTCAGGCAATGTCT-3 ' - 
TAMRA 


66,6 


26 


104 


168 


Reverse 


5 " -CTGCCAGCCACAGTATAGGA-3 » 


58.9 


20 


130 


169 



Table 39. Panel 1.3D 



Tissue Name 


Relative Expression(%) 


13dtm4270t 
ag2458 


1.3dx4tm5407 
t a&2458 a2 


Liver adenocarcinoma 


33.9 


41.4 


Pancreas 


1.3 


0.8 


Pancreatic ca. CAP AN 2 


6.9 


44.3 


Adrenal gland 


0.7 


1.1 


Thyroid 


2.8 


3.3 


Salivary gland 


0.6 


2 


Pituitary gland 


1.6 


0.4 


Brain (fetal) 


9.2 


19.7 


Brain (whole) 


5.4 


17.7 


Brain (amygdala) 


6.7 


9.0 


Brain (cerebellum) 


2.7 


10.2 


Brain (hippocampus) 


23 


13.1 


Brain (substantia nigra) 


1.6 


7.2 


Brain (thalamus) 


4.9 


16.6 


Cerebral Cortex 


26.2 


8.2 
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Spinal cord 


2.4 


9.8 


CNS ca. (glio/astro) U87-MG 


11.0 


19.7 


CNS ca. (glio/astro) U-118-MG 


45.1 


82.4 


CNS ca. (astro) SW1 783 


21.9 


46.0 


CNS ca.* (neuro; met ) SK-N-AS 


73.7 


40.2 


CNS ca. (astro) SF-539 


9.9 


12.0 


CNS ca. (astro) SNB-75 


22.5 


71.5 


CNS ca. (glio) SNB-19 


6.2 


18.1 


CNSca. (glio)U251 


5.9 


45.0 


CNS ca. (glio) SF-295 


13.0 


26.4 


Heart (fetal) 


1.7 


0.0 


Heart 


1.2 


4.4 


Fetal Skeletal 


11.4 


1.2 


Skeletal muscle 


3.8 


41.7 


Bone marrow 


1.5 


2.2 


Thymus 


0.8 


0.4 


Spleen 


0.9 


0.8 


Lymph node 


1.3 ! 


10.4 


Colorectal 


4.8 


3.1 


Stomach 


0.0 I 


3.1 


Small intestine 


1.1 


2.3 


Colon ca. SW480 


19.5 


18.9 


Colon ca.* (SW480 met)SW620 


29.9 


29.8 


Colon ca. HT29 


17.7 


9.7 


Colon ca.HCT-1 16 


22.1 


43.8 


Colon ca. CaCo-2 


13.5 


18.4 


83219 CC Well to Mod Diff (OD03866) 


10.6 


7.0 


Colon ca. HCC-2998 


45.7 


21.1 


Gastric ca.* (liver met) NCI-N87 


38.4 


69.5 


Bladder 


7.4 


13.6 


Trachea 


2.9 


3.0 


Kidney 


1.3 


3.5 


Kidney (fetal) 


3.6 


3.9 


Renal ca. 786-0 


10.0 


19.0 


Renal ca. A498 


29.7 


28.6 


Renal ca. RXF 393 


5.6 


53.0 


Renal ca. ACHN 


5.5 


13.3 


Renal ca. UO-31 


21.6 


45.5 


Renal ca. TK-10 


20.4 


27.0 


Liver 


2.9 


2.4 


Liver (fetal) 


3.8 


5.0 


Liver ca. (hepatoblast) HepG2 


17.3 


28.2 


Lung 


1.9 


2.5 


Lung (fetal) 


1.4 


5.6 


Lung ca. (small cell) LX-1 


11.8 


40.6 
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Lung ca. (small cell) NCI-H69 


31.4 


44.0 


Lung ca. (s.cell var.) SHP-77 


! 69.3 


90.5 


Lung ca. (large cell)NCI-H460 


9.9 


63.6 


Lung ca. (non-sm. cell) A549 


20.9 


25.9 


Lung ca. (non-s.cell) NCI-H23 


! 11.3 


10.7 


Lung ca (non-s.cell) HOP-62 


4.1 


9.1 


Lung ca. (non-s.cl) NCI-H522 


! 29.1 


30.0 


Lung ca. (squam.) SW 900 


9.7 


20.1 


Lung ca. (squam.) NCI-H596 


9.5 


43.2 


Mammary gland 


5.3 


9.0 


Breast ca.* (pi. effusion) MCF-7 


14.3 


30.8 


Breast ca.* (pl.ef) MDA-MB-231 


42.3 


41.1 


Breast ca.* (pi. efrusion) T47D 


9.6 


13.8 


Breast ca. BT-549 


100.0 


100.0 


Breast ca. MDA-N 


17.2 


8.8 


Ovary 


4.8 


0.9 


Ovarian ca. OVCAR-3 


11.3 


20.9 


Ovarian ca. OVCAR-4 


2.5 


10.6 


Ovarian ca. OVCAR-5 


20.0 


26.3 


Ovarian ca. OVCAR-8 


18.6 


16.5 


Ovarian ca. IGROV-1 


6.9 


6.8 


Ovarian ca.* (ascites) SK-OV-3 


32.3 


64.3 


Uterus 


1.8 


4.3 


Placenta 


2.2 


1.1 


Prostate 


2.0 


2.4 


Prostate ca.* (bone met)PC-3 


3.1 


3.2 


Testis 


2.0 


1.5 


Melanoma Hs688(A).T 


4.6 


5.4 


Melanoma* (met) Hs688(B).T 


2.4 


6.9 


Melanoma UACC-62 


1.3 


12.6 


Melanoma M14 


5.9 


56.2 


Melanoma LOX IMVT 


14.7 


8.1 


Melanoma* (met) SK-MEL-5 


16.2 


24.7 


Adipose 


4.4 


3.4 


Table 40. Panel 2D 






Relative 
Expression(%) 






Relative 
Expression(%) 


Tissue Name 


2dtm4271t 
ag2458 


Tissue Name 


ag2458 


Normal Colon GENPAK 061003 


62.4 


Kidney NAT Clontech 8120608 


7.3 


83219 CC Well to Mod Difif 
(OD03866) 


16.8 


Kidney Cancer Clontech 8120613 


14.4 


83220 CC NAT (OD03866) 


11.7 


kidney NAT Clontech 8120614 


8.8 


83221 CC Gr.2 rectosigmoid 
(OD03868) 


18.6 


Kidney Cancer Clontech 9010320 


12.2 
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83222 CC NAT (OD03868) 


8.4 


Kidney NAT Clontech 9010321 


22.1 


83235 CC Mod Diff (ODO3920) 


34.2 


Normal Uterus GENPAK 06101 8 


8.3 


83236 CC NAT (ODO3920) 


11.3 


Uterus Cancer GENPAK 06401 1 


12>. 3 


83237 CP Gr 2 ascend colon 
(OD03921) 


74.7 


Normal Thyroid Clontech A+ 
6570-1 


15.1 


83238 CC NAT (OD03921) 


9.6 


Thyroid Cancer GENPAK 064010 


T-l /v 

33.0 


83241 CC from Partial 
Hepatectomy (ODO4309) 


35.6 


Thyroid Cancer INV1TROGEN 
A302152 


21.6 


O O *V .* ^ T * "VTA T> f TV r"V A f\ /W 

83242 Liver NAT (ODO4309) 


32.3 


Thyroid NAT INVTTROGEN 
A302153 


1 A A 

14.4 


87472 Colon mets to \vme 
(OD04451-01) 


29.7 


Normal Breast GENPAK 061019 


33.2 


87473 Lung NAT (OD04451-02) 


6.4 


84877 Breast Cancer (UD045oo) ! 


A A O 

44.8 


Normal Prostate Clontech A+ 
6546-1 


o o 

8.8 


85975 Breast Cancer (OD04590- 
01) 


95.9 


84140 Prostate Cancer 
(OD04410) 


25.9 


85976 Breast Cancer Mets 
(OD04590-03) 


61.1 


Ovt 1 ill TV_ A x "XT A TP //"VT"V/V /I y| -| /V\ 

84141 Prostate NAT (OD044 1 0) 


27.9 


87070 Breast Cancer Metastasis 
(OD04o55-05) 


38.4 


87073 Prostate Cancer 
(OD04720-01) 


15.8 


GENPAK Breast Cancer 064006 


33.2 


87074 Prostate NAT TOD04720- 
02) 


28.1 


Breast Cancer Res. Gen. 1024 


23.0 


Normal Lung GENPAK 06 1 0 1 0 


24.8 


Breast Cancer Clontech 9100266 


33.4 1 


83239 Lung Met to Muscle 
(OD04286) 


100.0 


TV— ...i XT A HP „ „l, Ai (\f\*\gZC 

Breast NAT Clontech 9100265 


19.5 


83240 Muscle NAT (OD04286) 


31.9 


Breast Cancer INVTTROGEN 
A209073 


A-7 f\ 

47.0 I 


J?4 1 "3pj T Huff TV/fa 1i cm nt Panrpr 

0*TA JVJ -LiLUl^ AVAAAl^Lldi-Il Vy(UivVl 

(OD03126) 


29.5 


Breast NAT nsJVTTROGEN 

Lll VUOl lim 111 Y lllVV/NJJull 

A2090734 


37.6 


84137 Lung NAT (OD03 126) 


27.9 


Normal Liver GENPAK 061009 


15.5 


84871 Lung Cancer (OD04404) 


71.7 


Liver Cancer GENPAK 064003 


14.0 


O A O TV T -v T a rr> //Vt\a A A /\ A\ 

84872 Lung NAT (OD04404) 


15.1 


Liver Cancer Research Genetics 

TWT A 1 C 

RNA 1025 


AA A 

20.4, 


84875 Lung Cancer (OD04565) 


28.5 


Liver Cancer Research Genetics 
RNA 1026 


7.1 


84876 Lung NAT (OD04565) 


13.1 


Paired Liver Cancer Tissue 
Research Genetics RNA 6004-T 


24.8 


85950 Lung Cancer (OD04237- 
01) 


90.1 


Paired Liver Tissue Research 
Genetics RNA 6004-N 


18.0 


85970 Lung NAT (OD04237-02) 


16.8 


Paired Liver Cancer Tissue 
Research Genetics RNA 6005 -T 


13.4 


832S5 OculaT Mel Met to T iver 
(ODO4310) 


76.3 


Paired T Jver Ti<»^ue Research 

Genetics RNA 6005-N 


7.3 


83256 Liver NAT (ODO4310) 


26.8 


Normal Bladder GENPAK 061001 


59.9 


84139 Melanoma Mets to Lung 
(OD04321) 


36.3 


Bladder Cancer Research Genetics 

TV"KT A "1 /WO 

RNA 1023 


5.2 


AA**1AT -VTA r-f-» //\t\a 11A1\ 

84138 Lung NAT (OD04321) 


22.5 


Bladder Cancer INV1TROGEN 

A /\*V 1 TV 

A302173 


*5/V 1 

30.1 


Normal Kidney GENPAK 

A/i a a n 

061008 


33.7 


87071 Bladder Cancer (OD0471 8- 

A1\ 

01) 


65.5 


8^786 Kidnev Ca. "Mnelear trrade 

2 (OD04338) 


68.8 


R7072 Bladder Normal Adiacent 
(OD04718-03) 


18.4 


03/0/ ivianeyiNAi ^ujjuhj3oJ 


11 A 

.53.4 


fNormai wvary K.es. vjen. 


3.1 


83788 Kidney Ca Nuclear grade 
1/2 (OD04339) 


30.6 


Ovarian Cancer GENPAK 064008 


29.1 
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83789 Kidney NAT (OD04339) 


27.2 


87492 Ovary Cancer (OD04768- 
07) 

_ * 


oo.u 


83790 Kidney Ca, Clear cell typ 
(OD04340) 


e 

49.3 


87493 Ovary NAT (OD047 68-08) 


*7 *7 

L ' - / 


83791 Kidney NAT COD04340) 


32.1 


Normal Stomach GENPAK 
061017 


1 fi A 


83792 Kidney Ca, Nuclear grade 
3 (OD04348) 


16.0 


Gastric Cancer Clontech 9060358 


3.5 


83793 Kidney NAT ( OD04348) 


35.4 


NAT Stomach Clontech 9060*3 SO 


1U.D 


87474 Kidney Cancer 
(OD04622-01) 


i 13.2 


Gastric Cancer Clontech 9060^0 S 




87475 Kidney NAT (OD04622- 
03) 


4.0 


NAT Stomach Clontech 9060394 


10 o 


85973 Kidney Cancer 
(OD04450-01) 


48.6 


Gastric Cancer Clontech 90rifnQ7 




85974 Kidney NAT (OD04450- 
03) 


30.4 


NAT Stomach Clontech QfififttQ^ 


o.z 


Kidney Cancer Clontech 
8120607 


20.4 


Gastric Cancer GENPAK 064005 


31.0 


Table 41. Panel 3D 






Relative 
Expression(%) 


Tissue Name 


Relative 
j&xpression{ /o f 


3dx4tm5121t_ 
ag2458 b2 


3dx4tm5121t a 
g24S8 b2 


yHj/uj_iJaoy_MeauiloDlastoiria/ 
Cerebellum sscDNA 


13.6 


94954_Ca Ski_Cervical 
epidermoid carcinoma 
(metastasis) sscDNA 


OA 1 


7*fyv/o_iiio / i_i>aeciuiioolastom/ 
Cerebellum sscDNA 


7.4 


94955_ES-2_Ovarian clear cell 
carcinoma sscDNA J 


16.1 


94907JD283 

MedJMeduUoblastoma/Cerebell 
urn sscDNA 


53.0 


j / Jviiiiiu s/ on sum o nmuiatea. 

with PMA/ionomycin 6h sscDNA 


8.7 


94908 J>FSK-lJPriirntive 
Neuroectodermal/Cerebellum ss 
cDNA 


6.5 


94958_Ramos/14h stim_ 
Stimulated with PMA/ionomycin 
14h sscDNA 


8.3 


94909 XF-498 CNS sscDNA 


6.8 


94962 JrfEG-OlJ^hronic 
myelogenous leukemia 
'megokaryoblast) sscDNA 


2.1, 1 


94910 SNB- 
78_CNS/glioma sscDNA 


9.8 1 


M963JFUji_Burkitt's 
ymphoma sscDNA 




9491 1_SF- 

268_CNS/glioblastoma sscDNA 


< 

10.2 i 


M964JDaudiJBurkitt , s 

ymphoma sscDNA ! 


IOC 


94912 T98G Glioblastoma ssc 
DNA 


( 

15.7 


H965_U266_B-cell 
)lasmacytoma/myeloma sscDNA 


6.4 


96776_SK-N- 
SH_Neuroblastoma 
(metastasis) sscDNA 


c 

16.5 1 


M968_CA46J3inkitt l s 
ymphoma sscDNA 


O.J 


94913_SF- 

295_CNS/glioblastoma sscDNA 


S 

7.4 1 


>4970JRL_non-Hodgkin's B-cell 
ymphoma sscDNA 




94914 Cerebellum sscDNA 


5 

3.9 1 


4972_JMl__pre-B-cell 
ymphoma/leukemia sscDNA 


A 1 


96777_ Cerebellum sscDNA 


9 

0.8 h 


4973_Jurkat_T cell 
Jukemia sscDNA 


9.8 


94916_NCI- 

H292_Mucoepidermoid lung 
carcinoma sscDNA 


9 

46.9 1 


4974JTT- 
Erythroleukemia sscDNA 


31.5 
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94917JDMS-1 14_Small cell 
lung cancer sscDNA 


10.9 


94975_HUT 78 JT-cell 
lymphoma sscDNA 


15.7 


94918_DMS-79_Small cell lung 
cancer/neuroendocrine sscDNA 


100.0 


94977 JU937_Histiocytic 
lymphoma sscDNA 


30.5 


94919_NCI-H146_Small cell 
lung 

cancer/neuroendocrine sscDNA 


33.4 


94980_KU-8 1 2_Myelogenous 
leukemia sscDNA 


21.7 


94920_NCI-H526_Small cell 
lung 

cancer/neuroendocrine sscDNA 


30.2 


94981_769-P_Clear cell renal 
carcinoma sscDNA 


16.6 


94921_NCI-N417_Small cell 
lung 

cancer/neuroendocrine sscDNA 


26.1 


94983_Caki-2_Clear cell renal 
carcinoma sscDNA 


16.8 


94923 J^CI-H82_Small cell lung 
cancer/neuroendocrine sscDNA 


28.4 


94984_SW 839_Clear cell renal 
carcinoma sscDNA 


11.8 


94924 J*CI-H157_Squamous 
cell lung cancer 
(metastasis)_sscDNA 


88.0 


94986J3401_Wilrns , 
tumor sscDNA 


16.5 


94925_NCI-H1 155_Large cell 
lung 

cancer/neuroendocrine sscDNA 


31.3 


94987_Hs766TPancreatic 
carcinoma (LN 
metastasis) sscDNA 


12.9 


94926_NCI-H1299„Large cell 
lung 

cancer/neuroendocrine sscDNA 


32.4 


94988_CAPAN-l_Pancreatic 
adenocarcinoma (liver 
metastasis) sscDNA 


12.0 


94927 J«CI-H727_Lung 
carcinoid sscDNA 


23.0 


94989JSU86.86JPancreatic 
carcinoma (liver 
metastasis)_sscDNA 


32.6 


94928 JNICI-UMC-1 1 JLung 
carcinoid sscDNA 


75.0 


94990JBxPC-3_Pancreatic 
adenocarcinoma sscDNA 


4.0 


94929JLX-l_Small cell lung 
cancer sscDNA 


17.0 


9499 1 JHPACJPancreatic 
adenocarcinoma sscDNA 


26.4 


94930_Colo-205_Colon 
cancer sscDNA 


11.1 


94992 JVDA PaCa-2_Pancreatic 
carcinoma sscDNA 


8.2 


94931_KM12_Colon 
cancer sscDNA 


37.3 


94993_CFPAC- 1 JPancreatic 
ductal adenocarcinoma sscDNA 


30.3 


94932__KM20L2_Colon 
cancer sscDNA 


7.8 


94994_PANC-l_Pancreatic 
epithelioid ductal 
carcinoma sscDNA 


26.7 


94933 JSTCI-H71 6_Colon 
cancer sscDNA 


32.3 


94996_T24_Bladder carcinrna 
(transitional cell) sscDNA 


8.2 


94935_SW-48_Colon 
adenocarcinoma sscDNA 


7.8 


94997_5637JBladder 
carcinoma sscDNA 


20.5 


94936JSW1116_Colon 
adenocarcinoma sscDNA 


10.9 


94998JHT-1 197JBladder 
carcinoma sscDNA 


18.0 


94937JLS 174T_Colon 
adenocarcinoma sscDNA 


29.3 


94999_UM-UC-3JBladder 
carcinrna (transitional 
cell) sscDNA 


4.6 


94938jSW-948_Colon 
adenocarcinoma sscDNA 


1.9 


95000_A204_Rhabdomyosarcoma 
sscDNA 


20.0 


94939_SW-480_Colon 
adenocarcinoma sscDNA 


4.9 


9500 1_HT- 

1080 Fibrosarcoma sscDNA 


15.4 


94940_NCI-SNU-5_Gastric 
carcinoma sscDNA 


8.3 


95002_MG-63_Osteosarcoma 
(bone) sscDNA 


16.2 


94941_KATO m_Gastric 
carcinoma sscDNA 


53.1 


95003_SK-LMS- 
l^Leiomyosarcoma 
(vulva) sscDNA 


27.5 


0404^ NCI-SMII-lfi Gastric 

7*t7*tJ 11 V/l*uli U 1 v VJdoU.1V 

carcinoma sscDNA 


7.3 


QS004 STOH^O "Rhabdomvosarco 
ma (met to bone marrow) sscDNA 


12.5 


94944 NCI-SNU-1 Gastric 


64.4 


95005 A431 Epidermoid 


6.9 
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carcinoma_sscDNA 




carcinoma sscDNA 




94946_RF-lj3astric 
adenocarcinoma sscDNA 


11.4 


95007_WM266- 

4 Melanoma sscDNA 


7.5 


94947_RF-48_Gastric 
dQcnoc aiciiioiim ssc±Jisj\ 


1 C A 


95010_DU 145_Prostate 
carcinoma (brain 
metastasis)_sscDNA 


0.1 


96778JvliaNM5J3astric 

f*aTT1HATMQ ccr»T^XIA 

ClllUIIla boCUlN/V 


oo o 

ZO.O 


95012_MDA-MB-468_Breast 
adenocarcinoma sscDNA 


13.5 


94949_NCI-N87_Gastric 




95013_SCC-4_Squamous cell 
carcinoma of tongue sscDNA 


1.3 


9495 l_OVCAR-5_Ovarian 


117 
11./ 


9501 4_SCC-9_Squamous cell 
carcinoma of tongue sscDNA 


0.3 


94952JRL95-2_Uterine 

veil \s LI l\j H Id ooCJL'IN.rV 




95015_SCC-15_Squamous cell 
carcinoma of tongue sscDNA 


0.3 


94953_HelaS3_Cervical 
adenocarcinoma sscDNA 


11.3 


95017_CAL 27_Squamous cell 
carcinoma of tongue sscDNA 


24.5 


Table 42. Panel 4D 


Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


4dtm4272t 
ag2458 


4dtm4272t 
ag2458 


93768__Secondary Thl_anti- 
L,JJ z o/anti-OD3 


14.5 


93100__HUVEC (Endomehal)JL- 
1b 


16.5 


93769_Secondary Th2_anti- 
CD2 o/anti-CD3 


7.4 


93779_HUVEC (EndotheUal)_IFN 
gamma 


26.1 


93770_Secondary Trl_anti- 
Ol_>Zo/anti-OD3 


9.5 


93102_HUVEC 
(Endomelial)_TNF alpha + BFN 
gamma 


16.0 


93573 ^Secondary Thl_resting 
day 4-6 in IL-2 


0.2 


93101 JHUVEC 
(EndotheliaI)_TNF alpha + IL4 


23.2 


93572_Secondary Th2_resting 
day 4-6 in IL-2 


0.6 


93781 HUVEC (Endothelial) DL- 
11 


13.6 


93571_Secondary Trl_resting 


V.o 


93583_Lung Microvascular 
bnaotneliai Cells none 


21.0 


93568 primary Thlanti- 
CD28/anti-CD3 


19.8 


93584JLung Microvascular 
Endothelial Cells JTNFa (4 ng/ml) 
andILlb(l ng/ml) 


18.3 


93569 jrimary Th2_anti- 
CD28/anti-CD3 


13.0 


92662_Microvascular Dermal ' 
endothelium none 


35.4 


93570jrimary Trl anti- 
CD28/anti-CD3 


19.2 


92663_Microsvasular Dermal 
endothelium TNFa (4 ng/ml) and 
ELlb (1 ng/ml) 


20.0 


93565 primary Thl resting dy 
4-6 in IL-2 


8.8 


93773_Bronchial 

epithelium TNFa (4 ng/ml) and 

ILlb(l ng/ml)** 


14.9 


93566_j>rimary Th2_resting dy 
4-6 in IL-2 


2.2 


93347_Small Airway 
Epithelium_none 


7.2 


93567 jrirnary Trl_resting dy 4- 
6 in IL-2 


; 

3.6 ] 


?3348_Small Airway 
Bpimelium TNFa (4 ng/ml) and 
□Lib (1 ng/ml) 


45.4 


93351_CD45RACD4 
lymphocyte anti-CD28/anti- 
CD3 


< 

19.5 ! 


?2668_Coronery Artery 
SMC resting 


17.7 


93352_CD45RO CD4 
lymphocyte anti-CD28/anti- 
CD3 


< 
< 

17.7 i 


?2669 Coronery Artery 
SMCJTNFa (4 ng/ml) and ELlb (1 
3g/ml) 


10.8 
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93251_CD8 Lymphocytes_anti- 
CD28/anti-CD3 


9.3 


93107 astrocytes resting 


ll. I 


93353_chronic CD8 
Lymphocytes 2ry_resting dy 4-6 
inIL-2 


11.0 


93108_astrocytesJTNFa (4 ng/ml) 
and ELlb (1 ng/ml) 


10.5 


93574_chronic CD8 
Lymphocytes 2ry_activated 
CD3/CD28 


5.5 


92666 KU-812 (Basophil)_resnng 


1 o o 

18.8 


93354 CD4 none 


0.7 


92667_KU-812 
(Basophil) PMA/ionoycin 


27.9 


93252 Secondary 
Thl/Th2/Trl anti-CD95 CHI 1 


0.9 


93579_CCD1106 
(Keratinocytes) none 


20.9 


93103 LAK cells resting 


15.8 


93580_CCD1106 

l IVvlAUllUv VlwOy X 1 ll u uilU XX lit 

** — 


7.4 


93788 LAK cells EL-2 


6.1 


93791 Liver Cirrhosis 


3.7 


93787 LAK cells EL-2+IL-12 


8.8 


93792 Lupus Kidney 


1.9 


9178Q T A1C rellq TL-2+TFN 
gamma 


11.7 


93577 NCI-H292 


18.6 


93790 LAK cells IL-2+ IL-18 


13.2 


93358 NCI-H292 EL-4 


33.7 


cells PMA/ionomycin and IL-18 


8.5 


93360 NCI-H292 IL-9 


36.9 


93578 NK Cells IL-2 resting 


2.5 


93359 NCI-H292 IL-13 


20.0 


93109_Mixed Lymphocyte 
Reaction Two Way MLR 


17.0 


93357 NCI-H292 IFN gamma 


20.4 


93 1 10_Mixed Lymphocyte 
Reaction Two Way MLR 


10.2 


93777 HPAEC - 


18.8 


93 1 1 l_Mixed Lymphocyte 
Reaction Two Way MLR 


7.4 


93778_HPAEC_IL-1 beta/TNA 
alpha 


18.9 


93 1 12_Mononuclear Cells 
(PBMCs)_resting 


2.4 


93254_Normal Human Lung 
Fibroblast none 


9.5 


93 1 ^Mononuclear Cells 
(PBMCs) PWM 


23.7 


93253_Normal Human Lung 
FibroblastJTNFa (4 ng/ml) and EL- 
lb (1 ng/ml) 


3.7 


93 1 14_Mononuclear Cells 
(PBMCs) PHA-L 


9.6 


93257_Normal Human Lung 
Fibroblast IL-4 


24.7 


93249 Ramos (B cell) none 


30.4 


93256_Normal Human Lung 
Fibroblast EL-9 


19.2 


93250_Ramos (B 
cell) ionomycin 


100.0 


93255_JNormal Human Lung 
Fibroblast EL- 13 


14.3 


93349 B lymphocytes PWM 


70.2 


93258_Normal Human Lung 
Fibroblast EFN gamma 


23.2 


93350_B lymphoytes_CD40L 
andIL-4 


5.5 


93106__Dermal Fibroblasts 
CCD 1070 resting 


47.0 


92665_EOL-l 

(Eosinophil)_dbcAMP 

differentiated 


11.7 


93361_Dermal Fibroblasts 
CCD1070 TNF alpha 4 ng/ml 


42.3 


93248JSOL-1 

(Eosinophil)_dbcAMP/PMAiono 
mycin 


6.3 


93105_Derrnal Fibroblasts 
CCD1070 EL-1 beta 1 ng/ml 


20.2 


93356 Dendritic Cells none 


12.4 


93772_dermal fibroblast_IFN 
gamma 


9.2 


93355 J3endritic Cells_LPS 100 
ng/ml 


9.0 


9377 1 dermal fibroblast EL-4 


22.1 


93775 Dendritic Cells anti- 
CD40 


12.5 


93260 IBD CoHtis 2 


1.1 


93774 Monocles resting 


15.2 


93261 IBDCrohns 


1.0 
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93776_Monocytes_LPS 50 
ng/ml 


11.7 


735010 Colon normal 


4.1 


93581 Macroohaees resting 


41 8 


7^ S01 Q Timer nr\np 




93582_Macrophages_LPS 100 
ng/mJ 


6 K 

VJ.O 


ohuao- x i iiyrnus none 




93098_HUVEC 
(Endothelial) none 


35.8 


64030-1 Kidney none 


3.6 


93099_HUVEC 
(Endothelial) starved 


58.2 







Table 43. Panel CNS 1 



Tissue Name 


Relative Expression(%) 


vIIjI Jkrt IXIX0X.031 

! ag2458 b2 


ensx tmtooyt_ 
ag2458 


102633 BA4 Control 


47.4 


40.3 


102641 BA4Control2 


74.3 


47.3 


102625 BA4 Alzheimer's2 


16.6 


[ 5.6 


102649 BA4 Parkinson's 


40.9 


42.6 


102656 BA4 Parkinson t s2 


100.0 


! 74.7 


102664 BA4 Huntington's 


41.3 


33.2 


102671 BA4 Huntxngton's2 


18.3 


6.2 


102603 BA4PSP 


8.4 


1 13.1 


102610 BA4PSP2 


35.5 


40.9 


102588 BA4 Depression 


26.1 


21.6 j 


102596 BA4 Depression^ 


6.0 


3.0 


102634 BA7 Control 


75.7 


32.8 


102642 BA7Control2 


75.9 


46.0 


102626 BA7 Alzheimer 


6.1 


1 2.2 


102650 BA7 Parkinson's 


27.3 


14.1 


102657 BA7 Parkinson^ 


30.2 


40.3 


102665 BA7 Huntington's 


43.5 


37.4 


102672 BA7 Hiintington's2 


44.5 


27.9 


102604 BA7PSP 


47.9 


55.9 


102611 BA7PSP2 


23.5 


20.0 


102589 BA7 Depression 


20.7 


18.7 ; 


102632 BA9 Control 


33.5 


25.7 


102640 BA9 Control2 


81.2 j 


72.2 


102617 BA9 Alzheimer's 


5.1 


13.9 


102624 BA9 Alzheimer , s2 


29.0 


15.6 


102648 BA9 Parkinson's 


46.8 


33.0 


102655 BA9 Parkinson's2 


61.1 


95.9 


102663 BA9 Huntington's 


67.5 


100.0 


102670 BA9 Huntington's2 


20.5 


12.9 


102602 BA9PSP 


9.5 


18.6 


102609 BA9PSP2 


3.6 


12.5 


102587 BA9 Depression 


10.4 


10.2 


102595 BA9 Depression2 


5.4 


11.3 
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102635 BA17 Control 


30.3 


34.9 


102643 BA17Control2 


45.0 


30.8 


102627 BA17 Alzheimer's2 


12.9 


4.3 


102651 BA1 7 Parkinson's 


52.9 


27.2 


102658 BA17 Parkinson's2 


55.5 


37.4 


102666_BA17 Huntington's 


34.0 


24.3 


102673 BA17 Huntington's2 


13.7 


8.2 


102590_BA17 Depression 


17.3 


20.9 


102597 BA17Depression2 


38.8 


13.5 


102605 BA17PSP 


38.0 


38.7 


102612 BA17PSP2 


12.4 


13.3 


102637_Sub Nigra Control 


42.0 


! 24.3 


102645_Sub Nigra Control2 


41.1 


97.3 


102629 Sub Nigra AIzheimer's2 


19.4 


7.6 


102660 Sub Nigra Parkinson's2 


85.7 


28.7 


102667„Sub Nigra Huntington's 


53.9 


28.9 


102674 Sub Nigra Huntington's2 


41.8 


25.2 


102614 Sub Nigra PSP2 


9.8 


6.3 


102592 Sub Nigra Depression 


11.7 


6.9 


102599 Sub Nigra Depression2 


5.8 


10.6 


102636 Glob Palladus Control 


17.5 


19.1 


102644 Glob Palladus Control2 


16.3 


8.5 


102620 Glob Palladus Alzheimer's 


11.9 


12.4 


102628 Glob Palladus Alzheimer's2 


7.3 


10.8 


102652 Glob Palladus Parkinson's 


84.3 


59.0 


102659 Glob Palladus Parkinson's2 


22.3 


11.3 


102606 Glob Palladus PSP 


10.6 


7.1 


102613 Glob Palladus PSP2 


15.7 


9.2 


102591 Glob Palladus Depression 


9.2 


3.7 


102638_Temp Pole Control 


22.1 


17.8 


102646 Temp Pole Control2 


45.1 


51.0 


102622 Temp Pole Alzheimer's 


11.4 


14.1 


102630 Temp Pole Alzheimer's2 


7.2 


14.1 


102653 Temp Pole Parkinson's 


25.9 


22.4 


102661_Temp Pole Parkinson , s2 


25.4 


39.8 


102668 Temp Pole Huntington's 


39.1 


37.4 


102607 Temp Pole PSP 


13.7 


6.8 


102615 Temp Pole PSP2 


17.0 


7.9 


102600 Temp Pole Depression2 


3.1 


15.5 


102639_Cing Gyr Control 


58.5 


53.6 j 


102647 Cing Gyr Control2 


38.5 


47.0 


102623_Cing Gyr Alzheimer's 


17.0 


48.6 


102631 Cing Gyr Alzheimer 


11.7 


8.3 


102654 Cing Gyr Parkinson's 


31.0 


43.2 


102662_Cing Gyr Parkinson's2 


41.7 


48.0 
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102669 Cing Gyr Huntington's 


84.9 


77.9 


102676 Cing Gyr Huntington's2 


22.1 


7.2 


102608 Cing Gyr PSP 


26.1 


19.6 


102616 Cing Gyr PSP2 


8.9 


11.3 


102594 Cing Gyr Depression 


12.7 


11.5 


102601 Cing Gyr Depression2 


8.5 


10.8 


Table 44. Panel CNS 11 


Tissue Name 


Relative Expression(%) 


cns_l.ltm673 
3t ag2458 b2 


cns_l.ltm673 
4t ag2458 b2 


102601 Cing Gyr Depression2 


8.4 


9.7 


102594 Cing Gyr Depression 


11.0 


18.8 


102616 Cing Gyr PSP2 


7.7 


7.4 


102608 Cing Gyr PSP 


22.2 


23.2 


102676 Cing Gyr Huntington's2 


9.1 


14.5 


102669 Cing Gyr Huntington's 


44.5 


71.0 


102662 Cing Gyr Parkinson^ 


32.6 


39.6 


102654 Cing Gyr Parkinson's 


36.9 


49.2 


102631 Cing Gyr Alzheimer's2 


14.1 


18.0 


102623 Cing Gyr Alzheimer's 


30.0 1 11.7 


102647 Cing Gyr Control2 


26.2 


39.0 


102639 Cing Gyr Control 


47.8 


75.4 


102600 Temp Pole Depression2 


8.3 


7.6 


102615 Temp Pole PSP2 


4.5 | 


4.4 


102607 Temp Pole PSP 


5.3 


5.9 


102668 Temp Pole Huntinpton's 


34.4 


46.0 


102661 Temp Pole Parkmson's2 


18.2 


49.8 


102653 Temp Pole Parkinson's 


37.9 


37.0 


102630 Temp Pole Alzheimer's2 


7.4 


6.2 ! 


102622 Temp Pole Alzheimer's 


3.1 


7.1 


102646 Temp Pole Control2 


32.7 


47.8 


102638 Temp Pole Control 


13.2 


13.4 


102591 Glob Palladus Depression 


8.6 


7.3 


lUzou LrioD railaaus PbP2 


12.8 


7.7 


102606 Glob Palladus PSP 


17.2 


2.1 


102659 Glob Palladus Parkinson^ 


24.3 


34.4 


102652 Glob Palladus Parkinson's 


64.2 


87.9 


102628 Glob Palladus Alzheimer's2 


9.5 


6.3 


102620 Glob Palladus Alzheimer's 


17.8 


14.1 


102644 Glob Palladus Control2 


16.2 


14.2 


102636 Glob Palladus Control 


8.3 


23.7 


102599 Sub Nigra Depression2 


3.9 


6.5 


102592 Sub Nigra Depression 


33.4 


0.0 


102614 Sub Nigra PSP2 


13.1 


11.0 
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102674 Sub Nigra Huntington's2 


48.1 


46.0 


102667 Sub Nigra Huntington's 


42.8 


59.7 


102660 Sub Nigra Parkinson f s2 


55.9 


78.3 


102629 Sub Nigra Alzheimer's2 


14.1 


18.1 


102645 Sub Nigra Control2 


18.8 


14.3 


102637 Sub Nigra Control 


32.0 


39.4 


102597 BA17Depression2 


29.8 


33.3 


102590 BA1 7 Depression 


16.9 


22.2 


102612 BA17PSP2 


10.6 


5.7 


102605 BA17PSP 


34.9 


40.3 


102673 BA17 Huntington's2 


10.4 


193 


102666 BA17 Huntington's 


51.2 


63.3 


102658 BA17 Parkinson , s2 


62.4 


92.4 


102651 BA1 7 Parkinson's 


40.2 


51.9 


102627 BA1 7 Alzheimer^ 


3.3 


9.4 


102643 BA17Control2 


71.2 


69.4 


102635 BA17 Control 


42.0 


43.4 


102595 BA9 Depression2 


7.6 


16.4 


102587 BA9 Depression 


8.1 


19.9 


102609 BA9 PSP2 


2.7 


11.7 


102602 BA9PSP 


14.2 


21.9 


102670 BA9 Huntington's2 


16.1 


21.8 


102663 BA9 Huntington's 


59.1 


37.4 


102655 BA9 Parkinson's2 


56.5 


76.5 


102648 BA9 Parkinson's 


34.0 


48.2 


102624 BA9 Alzheimer's2 


30.7 


20.4 


102617 BA9 Alzheimer's 


12.8 


2.1 


102640 BA9 Control2 


67.2 


100.0 


102632 BA9 Control 


24.3 


44.1 


102589 BA7 Depression 


19.9 


26.2 


102611 BA7PSP2 


38.5 


36.8 


102604 BA7PSP 


49.7 


56.2 


102672 BA7 Huntington's2 


29.3 


49.0 


102665 BA7 Huntington's 


34.6 


45.8 


102657 BA7 Parkinson^ 


25.4 


43.4 


102650 BA7 Parkinson's 


28.9 


23.1 


102626 BA7 Alzheimer's2 


11.1 


9.2 


102642 BA7Control2 


41.8 


38.8 


102634 BA7 Control 


55.4 


45.2 


102596 B A4 Depression2 


6.4 


19.6 


102588 BA4 Depression 


0.0 


23.8 


102610 BA4PSP2 


45.8 


23.0 


102603 BA4PSP 


13.0 


23.9 


102671 BA4 Huntington's2 


6.0 


10.7 


102664 BA4 Huntington's 


31.2 


23.6 
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102656 B A4 Parkinson's2 


100.0 


93.1 


102649 BA4 Parkinson's 


58.9 


55.2 


102625 BA4 Alzheimer , s2 


8.2 


2.2 


102641 BA4Control2 


39.1 


0.0 


102633 BA4 Control 


43.8 


51.1 



Table 45. Panel CNS_Neurodegeneration_v 1.0 





Relative 
Expression(%) 




XVCldllVC 

Expression(%) 


a issue i^fame 


tm7017t_ 
ag2458 b2 s2 


Tissue Name 


tm7017t 
ag2458 hi s2 


AD 1 Hippo 


2.8 


Control (Path) 3 Temporal Ctx 


1.5 


A T\ 1 TT' _ _ 

AJJ 2 Hippo 


6.2 


Control (Path) 4 Temporal Ctx 


11.6 


AD 3 Hippo 


1.1 


AD 1 Occipital Ctx 


3.4 


AD 4 Hippo 


1.6 


AD 2 Occipital Ctx (Missing) 


0.0 


AD 5 hippo 


59.9 


AD 3 Occipital Ctx 


1.1 


A TV TT* 

AD 6 Hippo 


12.9 


AD 4 Occipital Ctx 


6.3 


Control 2 Hippo 


7.2 


AD 5 Occipital Ctx 


17.5 


Control 4 Hippo 


2.2 


AD 6 Occipital Ctx 


38.1 


Control (Path) 3 Hippo 


1.0 


Control 1 Occipital Ctx 


0.8 


AD 1 Temporal Ctx 


2.4 


Control 2 Occipital Ctx 


16.6 


AD 2 Temporal Ctx 


9.8 


Control 3 Occipital Ctx 


4.2 


AD 3 Temporal Ctx 


1.1 


Control 4 Occipital Ctx 


1.5 


AD 4 Temporal Ctx 


5.5 


Control (Path) 1 Occipital Ctx 


22.9 


/\J-/ J Ull I cUJpOIal v^TX 


100.0 


Control (Path) 2 Occipital Ctx 


3.5 


AD 5 SupTemporal Ctx 


46.5 


Control (Path) 3 Occipital Ctx 


0.3 


AD 6 Inf Temporal Ctx 


14.2 


Control (Path) 4 Occipital Ctx 


3.6 


AD 6 Sup Temporal Ctx 


17.9 


Control 1 Parietal 


1.9 


Control 1 Temporal Ctx 


1.9 


Control 2 Parietal 


27.9 


Control 2 Temporal Ctx 


13.6 


Control 3 Parietal 


7.8 


Control 3 Temporal Ctx 


5.7 


Control (Path) 1 Parietal 


24.8 


Control 4 Temporal Ctx 


2.3 


Control (Path) 2 Parietal 


8.9 


Control (Path) 1 Temporal Ctx 


16.7 


Control (Path) 3 Parietal 


1.2 


Control (Path) 2 Temporal Ctx 


9.4 


Control (Path) 4 Parietal 


16.1 



Panel JL3B Summary: Ag2458 Results from two experiments using the same probe 
and primer sets are in very good agreement. Highest expression is seen in breast cancer in both 
runs (CT = 28-30). The NOV6A gene is expressed at moderate levels across a wide variety of 
cancerous cell lines as opposed to normal tissues. Thus, the expression of this gene could be 
used to distinguish cell line derived samples from normal tissue derived samples. In addition, 
since the cell lines are derived from cancerous tissue, expression of the NOV6A gene 
potentially could be used to distinguish cancerous material from normal material and 
specifically, as a marker for breast cancer. Finally, since the expression of this gene is largely 
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associated with cancerous cells, therapeutic modulation of this gene product, through the use 
of small molecule drugs or antibodies, might be beneficial in the treatment of breast or other 
cancers. 

Panel 2D Summary: Ag2458 In this experiment, expression of the NOV6A gene is 
5 most pronounced in lung cancer with a CT of 28.4. Other tissues also demonstrating 

significant expression are ocular melanoma (CT = 28.8), bladder cancer (CT = 29.0), ovarian 
cancer and gastric cancers. The NOV6A gene appears to show a stronger association with 
malignant tissue as compared to normal adjacent tissue. For instance, there is at least a 2 to 3 
fold difference in expression level between malignant tissue and normal adjacent tissue 
10 samples derived from gastric, ovary, lung and colon cancers. Thus, the NOV6A gene could be 
used to distinguish between malignant and normal tissues of the stomach, ovary, lung and 
colon. In addition, therapeutic modulation of this gene product, through the use of small 
molecule drugs or antibodies might be of benefit in the treatment of the associated cancers. 
Panel 3D Summary: Ag2458 The NOV6A gene is highly expressed in lung cancer 
15 (CT=27.4) and expressed at moderate/low level among all the tissue samples in the panel. 
Please see panel 2D for a discussion of potential utility for this expression profile. 

Panel 4D Summary: Ae2458 The NOV6A gene is highly expressed in an activated B 
cell line, Ramos (26.8) and in primary B cells activated by PWM(27.3). The gene is also 
expressed at moderate/low levels among most of the tissues in the sample regardless of 
20 treatment. 

Since the NOV6A gene most probably encodes a neurolysin like molecule with 
potential enzymatic activity, it may be important in maintaining normal cellular functions in a 
number of tissues. Therapies designed with the protein encoded by the NOV6A gene could be 
important in regulating cellular viability or function. 

25 Panel CNSJl Summary: Ag2458 Results from two experiments using the same 

probe/primer set are in good agreement. Highest expression of the NOV6A gene occurs at 
moderate levels (CT = 30.7) in Brodman's Area 4 from a Parkinson's patient and Brodman's 
Area 9 from a Huntington's patient (CT = 30.2). This gene is expressed at moderate/low levels 
across most of the tissues (healthy and diseased) in the sample. Please see panel 

30 CNS_neurodegeneration_vl .0 for potential utility of this gene in diseases of the CNS. 

Panel CNS_1.1 Summary: Ag2458 Results from two experiments using the same 
probe/primer set are in very good agreement. Highest expression of the NOV6A gene occurs 
in Brodman's Area 4 in a Parkinson's patient (CT=31.6) and Brodman's Area 9 in a control 
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patient (CT=32.2). Please see panel CNS_neurodegeneration_V1.0 for a discussion of 
potential utility of this gene in diseases of the CNS. 

Panel CNS_Neurodegeneration_vl.O Summary Ag2458 The NOV6A gene is highly 
expressed in the a tissue sample from the inferior temporal cortex from an Al2heimer's patient 
(CT = 27.6) and expressed at moderate levels in samples from the occipital cortex (CT = 29), 
superior temporal cortex (CT = 28.7), and the hippocampus (CT = 28.4) of an Alzheimer's 
patien. Significant expression is also detected in tissue samples derived from a control patient 
originating in the parietal region (CT = 29.6), and occipital cortex (CT = 29.7) regions of the 
brain. Expression of this gene is detectable at moderate/low levels in most of the tissues in this 
sample. The wide expression of the gene across many tissues involved in the central nervous 
system indicates that the NOV6A gene, which encodes a neurolysin-like molecule with 
enzymatic activity, has specific function and utility to CNS processes. Aminopeptidases are 
increased in Huntington's disease, and mediate neurotoxic processing of A-beta in 
Alzheimer's disease brains, indicating that agents that inhibit the activity of these enzymes 
may be useful in treating neurodegenerative disorders, including Alzheimer's disease and 
Huntington's disease. Metallopeptidases have been implicated in the normal and disease-state 
processing of peptides involved in neurological, endocrine and cardiovascular functions. In 
this context, specific inhibitors of these enzymes could selectively modulate peptide levels and 
thus have considerable therapeutic potential for the treatment of stroke, epilepsy, 
schizophrenia and depression. Thus, therapeutic modulation of the protein encoded by the 
NOV6A gene, may have considerable efficacy in treating these central nervous system 
disorders. (Shrimpton and Smith, J Pept Sci 6:251-63, 2000; Saido, Neurobiol Aging 19.S69- 
75, 1998; Kaneko et al., Neuroscience 104:1003-11, 2001; Mantle et al., JNeurol Sci. 131:65- 
70, 1995.) 

N0V7a: gamma-amimobiuittyrnc acM (GABA) transporter-like 

Expression of the NOV7a gene (bal22ol) was assessed using the primer-probe sets 
Agl481and Ag2307 described in Tables 46 and 47. Results of the RTQ-PCR runs are shown 
in Tables 48, 49, 50, 51, 52, 53, and 54. 



Table 46 . Probe Name Agl481 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID NO: 


Forward 


5 » - TGGGAGAAGGTCAAGTTCTACA- 3 » 


58.8 


22 


1020 


170 


Probe 


FAM-5 1 -ATCTCCATTGGCATCATCGTGTTCAG- 
3 ' -TAMRA 


69.2 


26 


1062 


| 171 


Reverse 


5 ' -GCAGGAAGATCTGAGACGTGTA- 3 ' 


59.5 


22 


1089 


172 
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Table 47. Probe Name Ag2307 



Primers 


Sequences 


TM 


Length 


Position 




Forward 


5 ' -GGAACTTCTTGACGTCGATGTA-3 • 


59.2 


22 


705 


173 


Probe 


TET-5 » -AACTTGACCTTCTCCCAGGCCCAGT- 
3 ' -TAMRA 


70 


25 


728 


174 


Reverse 


5 1 - TCGTCATCAATATCCTGGTCAT- 3 » 


59.3 


22 


779 


175 



Table 48. Panel 1.3D 





Relative Expression(%) 


Relative 
Expression(%) 


1.3dtm4170f_agl481 


1.3dx4tni5350f 
agl481 a2 


1.3dtm4557t_ 
agZ3U / 


Liver adenocarcinoma 


0.0 


0.0 


a a 
U.U 


Pancreas 


0.0 


0.0 


a a 
U.U 


r ancreatic ca. LAr AJN z 


0.0 


0.0 


a n 
U.U 


Adrenal gland 


0.0 


2.1 


A A 

U.U 


Thyroid 


0.0 


0.0 


A A 

U.U 


Salivary gland 


0.0 


0.0 


0.0 


Pituitary gland 


13.8 


17.8 




Brain (fetal) 


9.0 


23.8 


3.0 


Brain (whole) 


24.7 


100.0 


22.7 


Brain (amygdala) 


25.9 


48.7 


23.5 


Brain (cerebellum) 


12.2 


60.6 


I J.O 


Brain (hippocampus) 


100.0 


67.2 


27.2 


Brain (substantia nigra) 


4.5 


23.0 


3.8 


rJrain (tnalamus) 


24.8 


63.6 


21.6 


Cerebral Cortex 


52.8 


70.9 


100.0 


Spinal cord 


1.8 


10.1 


4.3 


UINo ca. (glio/astro) Uo /-MCj 


0.0 


0.0 


A A 

U.U 


tJNo ca. (guo/astro) u-l 1o-MCj 


0.0 


0.0 


A A 

U.U ; 


CJNiS ca. (astro) oWl/w 


0.0 


0.0 


A A 
U.U 


(^JNo ca. (neuro; met ) bK-N-Ao 


0.1 


0.0 


A A 
U.U 


v^iNo ca. (astro) ofojy 


0.0 


0.0 


A A 
U.U 


ojno ca. (astro) ofNJt>-/j 


0.0 


0.0 


A A 

U.U 


OJNo ca. (gUO) oiNr>-iy 


0.0 


0.0 


A A 

U.U 




0.0 


0.3 


0 0 


CNS ca. (glio) SF-295 


0.0 


0.0 


0.0 


Heart (fetal) 


0.0 


0.5 


0.0 


Heart 


0.0 


0.0 


0.0 


Fetal Skeletal 


0.2 


4.1 


0.3 


Skeletal muscle 


0.0 


0.0 


0.0 


Bone marrow 


0.0 


0.0 


i 0.0 


Thymus 


0.0 


0.0 


! o.i 


Spleen 


0.0 


1.0 


0.0 


Lymph node 


0.1 


0.0 


0.0 


Colorectal 


0.4 


0.0 


0.0 
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Stomach 


0.0 


0.0 


0.0 


Small intestine 


0.0 


0.5 


0.0 


Colon ca. SW480 


0.0 


0.0 


0.0 


Colon ca.* (SW480 met)SW620 


0.0 


0.0 


0.0 


Colon ca. HT29 


! 0.0 


0.0 


0.0 


Colon ca. HCT-116 


0.0 


1.0 


0.0 


Colon ca. CaCo-2 




u.u 


0.0 


83219 CC WeU to Mod Diff 
(OD03866) 


0.0 


0.0 


0.0 


Colon ca. HCC-299S 


0.0 


0.0 


0.0 


Gastric ca.* (liver met) NCI-N87 


0.0 


0.0 


0.0 


Bladder 


0.0 


0.0 


0.0 


Trachea 


0.0 


0.0 


0.1 


Kidney 


0.0 


0.0 


0.0 


Kidney (fetal) 


0.8 


3.5 


0.2 


Renal ca. 786-0 


0.0 


0.0 


0.0 


Renal ca. A498 


0.0 


0.0 


0.0 


Renal ca. RXF 393 


0.0 


0.0 


0.0 


Renal ca. ACHN 


0.0 


0.0 


0.0 


Renal ca. UO-31 


0.0 


0.0 


0.0 


Renal ca. TK-10 


0.0 


0.0 


0.0 


Liver 


0.0 


0.0 


o.o ! 


Liver (fetal) 


0.0 


0.0 


0.0 


Liver ca. (hepatoblast) HepG2 


0.0 


0.0 


0.0 


Lung 


0.0 


0.0 


0.0 


Lung (fetal) 


0.0 


0.2 


0.0 


Lung ca. (small cell) LX-1 


0.0 


0.0 


0.0 


Lung ca. (small cell) NCI-H69 


0.0 


0.0 


0.0 


Lung ca. (s.cell var.) SHP-77 


0.0 


0.0 


0.0 


Lung ca. (large cell)NCI-H460 


0.0 


1.7 


0.0 


Lung ca. (non-sm. cell) A549 


0.0 


0.0 


0.0 


Lung ca. (non-s.cell) NCI-H23 


0.0 


0.0 


0.0 


Lung ca (non-s.cell) HOP-62 


0.0 


0.0 


0.0 [ 


Lung ca. (non-s.cl) NCI-H522 


9.4 


14.4 


8.4 


Lung ca. (squam.) SW 900 


0.0 


0.0 


0.0 


Lung ca. (squam.) NCI-H596 


0.0 


0.0 


0.0 


Mammary gland 


0.0 


1.6 


0.0 


Breast ca.* (pi. effusion) MCF-7 


0.0 


0.0 


0.0 


Breast ca * (pl.ef) MDA-MB-231 


0.0 


0.0 


0.0 


Breast ca.* (pi. effusion) T47D 


0.0 


0.0 


0.0 


Breast ca. BT-549 


0.0 


0.0 


0.0 


Breast ca. MDA-N 


0.0 


0.0 


0.3 


Ovary 


0.4 


0.0 


0.2 


Ovarian ca. OVCAR-3 


0.0 


0.0 


0.0 


Ovarian ca. OVCAR-4 


0.0 


0.0 


0.0 


Ovarian ca. OVCAR-5 


0.0 


0.0 


0.0 
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Ovarian ca. OVCAR-8 


0.0 


0.0 


0.0 


Ovarian ca. IGROV-1 


0.1 


0.0 


0.0 


Ovarian ca.* (ascites) SK-OV-3 


0.0 


0.0 


0.0 


Uterus 


0.0 


0.0 


0.0 


Placenta 


0.0 


0.4 


0.0 


Prostate 


0.0 


0.0 


0.0 


Prostate ca.* (bone met)PC-3 


0.0 


0.0 


0.0 


Testis 


1.8 


2.2 


0.9 


Melanoma Hs688(A).T 


0.0 


0.0 


0.0 


Melanoma* (met) Hs688(B).T 


0.0 


0.0 


0.0 


Melanoma UACC-62 


.0.3 


0.0 


0.0 


Melanoma M14 


0.0 


0.0 


0.0 


Melanoma LOX IMVT 


0.0 


0.0 


0.0 


Melanoma* (met) SK-MEL-5 


0.0 


0.0 


0.0 


Adipose 


0.0 


0.0 


0.1 



Table 49 . Panel General_screening_panel_vl.4 



Tissue Name 


Relative Expression(%) 


General_screeni 
ng panel vl.4 
(384)tm6981f a 
gl481_b2 


_bl 


D6005-01 Human adipose 


0.0 


0.1 


112193 Metastatic melanoma 


0.0 


0.0 


112192 Metastatic melanoma 


0.0 


0.0 


95280 Epidermis (metastatic melanoma) 


0.0 


0.0 


95279 Epidermis (metastatic melanoma) 


0.0 


0.0 


Melanoma (met) SK-MEL-5 


0.3 


0.0 


112196 Tongue (oncology) 


0.0 


0.0 


113461 Testis Pool 


1.6 


0.2 


Prostate ca.(bone met) PC-3 


0.0 


0.0 


113455 Prostate Pool 


0.0 


0.0 


103396 Placenta 


0.0 


0.0 


113463 Uterus Pool 


0.0 


0.0 


Ovarian carcinoma OVCAR-3 


0.0 


0.2 


Ovarian carcinoma(ascites) SK-OV-3 


0.0 


0.1 


95297 Adenocarcinoma (ovary) 


0.0 


0.0 


Ovarian carcinoma OVCAR-5 


0.0 


0.2 


Ovarian carcinoma IGROV-1 


0.0 


0.0 


Ovarian carcinoma OVCAR-8 


0.0 


0.0 


103368 Ovary 


0.0 


0.0 


MCF7 breast carcinoma(pleural effusion) 


0.0 


0.0 


Breast ca. (pleural effusion) MDA-MB-231 


0.1 


0.0 


112189 ductal cell carcinoma(breast) 


0.0 


0.0 


Breast ca. (pleural effusion) T47D 


0.2 


0.0 


Breast carcinoma MDA-N 


0.0 


0.0 
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113452 Breast Pool 


0.0 


0.0 


103398 Trachea 


0.4 


0.0 


112354 lung 


0.0 


0.0 


103374 Fetal Lung 


0.6 


0.0 


94921 Small cell carcinoma of the lung 


0.3 


1.1 


Lung ca. (small cell) LX-1 


0.0 


0.0 


94919 Small cell carcinoma of the lung 


0.2 


0.3 


Lung ca.(s.cell var.) SHP-77 


0.0 


0.0 


95268 Lung (Large cell carcinoma) 


0.0 


! 0.0 


94920 Small cell carcinoma of the lung 


0.0 


i 0.0 


Lung ca.(non-s.cell) NCI-H23 


0.0 


0.5 


Lung ca.(large cell) NCI-H460 


0.0 


0.0 


Lung ca.(non-s.cell) HOP-62 


0.0 


0.0 


Lung ca.(non-s.cl) NCI-H522 


62.3 


43.4 


103392 Liver 


0.0 


0.0 


103393 Fetal Liver 


0.0 


0.0 


Liver ca.(hepatoblast) HepG2 


0.0 


0.0 I 


113465_KidneyPool 


0.2 


0.0 


103373 Fetal Kidney 


2.7 


1.6 


Renal ca. 786-0 


0.0 


0.0 


1 12188 renal cell carcinoma 


0.0 


0.0 


Renal ca. ACHN 


0.0 


0.1 


1 12190 Renal cell carcinoma 


0.0 


0.0 


Renal ca. TK-10 


0.0 


0.1 


Bladder | 


0.0 


0.0 


Gastric ca.(liver met) NCI-N87 


0.0 


0.2 


112197 Stomach 


0.0 


0.1 


94938 Colon Adenocarcinoma 


0.0 


0.0 


Colon ca. SW480 


0.0 


0.0 


Colon ca.(SW480 met) SW620 


0.0 


0.0 


Colon ca. HT29 


0.0 


0.0 


Colon ca. HCT-116 


0.3 


0.4 


Colon ca. CaCo-2 


0.0 


0.0 


83219 CCWelltoModDiff(OD03866) 


0.0 


0.0 


94936 Colon Adenocarcinoma 


0.0 


0.0 


94930_Colon 


0.0 


0.0 


94935_Colon Adenocarcinoma 


0.0 


0.0 


113468 Colon Pool 


0.2 


0.0 


1 13457_Small Intestine Pool 


0.2 | 


0.0 1 


113460 Stomach Pool 


0.0 


0.0 


113467 Bone Marrow Pool 


0.0 


0.0 


103371 Fetal Heart 


0.0 


0.0 


1 1345 l_Heart Pool 


0.1 


0.0 


113466 Lymph Node Pool 


0.2 


0.0 


103372_Fetal Skeletal Muscle 


0.0 


0.0 
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1 13456 Skeletal Muscle Pool 


0.0 


0.0 


113459 Spleen Pool 


0.0 


0.0 


113462 Thymus Pool 


0.3 


0.0 


CNS ca. folio/astro) U87-MG 


0.0 


0.0 


CNS ca. (glio/astro) U-118-MG 


0.0 


0.0 


CNS ca. (neuro;met) SK-N-AS 


0.2 


0.0 


95264 Brain astrocytoma 


0.0 


0.0 


CNS ca. (astro) SNB-75 


0.0 


0.0 


CNSca.(glio) SNB-19 


0.0 


0.0 


CNS ca. (glio) SF-295 


0.0 


0.0 


113447 Brain (Amygdala) Pool 


22.9 


28.2 


103382 Brain (cerebellum) 


100.0 


100.0 


64019-1 brain(fetal) 


28.7 


35.7 


1 13448 Brain (Hippocampus) Pool 


35.9 


28.7 


113464 Cerebral Cortex Pool 


28.5 


33.0 


113449 Brain (Substantia nigra) Pool 


25.6 


53.9 


113450 Brain (Thalamus) Pool 


14.1 


30.2 


103384 Brain (whole) 


11.7 


47.2 


113458 Spinal Cord Pool 


6.4 


10.6 


103375 Adrenal Gland 


0.0 


0.0 


113454 Pituitary gland Pool 


9.9 


8.0 


103397 Salivary Gland 


0.0 


0.0 


103369 Thyroid (female) 


0.0 


0.0 


Pancreatic ca. CAPAN2 


0.0 


0.0 


113453 Pancreas Pool 


0.0 


0.0 


Panel 50. Panel 2D 


Tissue Name 


Relative Expression(%) 


2dtm4171f 
agl481 


2dx4tm4724f a 
gl481 al 


Normal Colon GENPAK 061003 


0.0 


0.0 


83219 CC Well to Mod Diff (OD03866) 


0.0 


30.2 


83220 CC NAT (OD03866) 


0.0 


0.0 


83221 CC Gr.2 rectosigmoid (OD03868) 


0.0 


0.0 


83222 CC NAT (OD03868) 


0.0 


0.0 


83235 CC Mod Diff (ODO3920) 


0.0 


0.0 


83236 CC NAT (ODO3920) 


0.0 


0.0 


83237 CC Gr.2 ascend colon (OD0392 1) 


50.7 


50.0 


83238 CC NAT (OD03921) 


100.0 


8.1 


83241 CC from Partial Hepatectomy (ODO4309) 


0.0 


0.0 


83242 Liver NAT (ODO4309) 


0.0 


0.0 


87472 Colon mets to lung (OD04451-01) 


0.0 


0.0 


87473 Lung NAT (OD0445 1-02) 


0.0 


5.3 


Normal Prostate Clontech A+ 6546-1 


0.0 


0.0 


84140 Prostate Cancer (OD04410) 


0.0 


0.0 
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84141 Prostate NAT (OD04410) 


0.0 


0.0 


87073 Prostate Cancer (OD04720-01) 


0.0 


0.0 


87074 Prostate NAT (OD04720-02) 


0.0 


0.0 


Normal Lung GENPAK 061010 


0.0 


0.0 


83239 Lung Met to Muscle (OD04286) 


60.3 


0.0 


83240 Muscle NAT (OD04286) 


0.0 


0.0 


84136 Lung Malignant Cancer (OD03126) 


0.0 


0.0 


84137 Lung NAT (OD03126) 


0.0 


0.0 


84871 Lung Cancer (OD04404) 


0.0 


23.5 


84872 Lung NAT (OD04404) 


0.0 


100.0 


84875 Lung Cancer (OD04565) 


0.0 


0.0 


84876 Lung NAT (OD04565) 


0.0 


0.0 


85950 Lung Cancer (OD04237-01) 


0.0 


0.0 


85970 Lung NAT (OD04237-02) 


0.0 


0.0 


83255 Ocular Mel Met to Liver (OD043 1 0) 


0.0 


0.0 


83256 Liver NAT (OD043 1 0) 


0.0 


0.0 


84139 Melanoma Mets to Lung (OD04321) 


0.0 


0.0 


84138 Lung NAT (OD04321) 


0.0 


0.0 


Normal Kidney GENPAK 061008 


0.0 


0.0 


83786 Kidney Ca, Nuclear grade 2 (OD04338) 


0.0 


0.0 


83787 Kidney NAT (OD04338) 


0.0 


0.0 1 


83788 Kidney Ca Nuclear grade 1/2 (OD04339) 


0.0 


0.0 


83789 Kidney NAT (OD04339) 


0.0 


0.0 


83790 Kidney Ca, Clear cell type (OD04340) 


0.0 


0.0 


83791 Kidney NAT (OD04340) 


0.0 


0.0 


83792 Kidney Ca, Nuclear grade 3 (OD04348) 


22.5 


0.0 


83793 Kidney NAT (OD04348) 


0.0 


0.0 


87474 Kidney Cancer (OD04622-01) 


39.8 


0.0 


87475 Kidney NAT (OD04622-03) 


0.0 


0.0 


85973 Kidney Cancer (OD04450-01) 


0.0 


0.0 


85974 Kidney NAT (OD04450-03) 


26.4 


0.0 


Kidney Cancer Clontech 8120607 


0.0 


0.0 


Kidney NAT Clontech 8120608 


0.0 


0.0 


Kidney Cancer Clontech 8120613 


0.0 


0.0 


Kidney NAT Clontech 8120614 


0.0 


0.0 


Kidney Cancer Clontech 9010320 


0.0 


8.3 


Kidney NAT Clontech 9010321 


43.5 


0.0 


Normal Uterus GENPAK 061018 


0.0 


10.2 | 


Uterus Cancer GENPAK 06401 1 


0.0 


0.0 


Normal Thyroid Clontech A+ 6570-1 


0.0 


0.0 


Thyroid Cancer GENPAK 064010 


0.0 


0.0 


Thyroid Cancer INVITROGEN A302152 


0.0 


0.0 


Thyroid NAT INVITROGEN A302153 


0.0 


0.0 


Normal Breast GENPAK 061019 


0.0 


0.0 


84877 Breast Cancer (OD04566) 


0.0 


0.0 
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85975 Breast Cancer (OD04590-01) 


0.0 


31.2 


85976 Breast Cancer Mets (OD04590-03) 


0.0 


0.0 


87070 Breast Cancer Metastasis (OD04655-05) 


0.0 


55.3 


GENPAK Breast Cancer 064006 


15.3 


0.0 


Breast Cancer Res. Gen. 1024 


0.0 


0.0 


Breast Cancer Clontech 9100266 


0.0 


0.0 


Breast NAT Clontech 9100265 


0.0 


0.0 


Breast Cancer INVTTROGEN A209073 


0.0 


0.0 


Breast NAT INVTTROGEN A2090734 


0.0 


0.0 


Normal Liver GENPAK 061009 


0.0 


0.0 


Liver Cancer GENPAK 064003 


0.0 


20.1 


Liver Cancer Research Genetics RNA 1025 


0.0 


0.0 


Liver Cancer Research Genetics RNA 1026 


0.0 


0.0 


Paired Liver Cancer Tissue Research Genetics RNA 6004-T 


0.0 


0.0 


Paired Liver Tissue Research Genetics RNA 6004-N 


0.0 


13.9 


Paired Liver Cancer Tissue Research Genetics RNA 6005-T 


0.0 


0.0 


Paired Liver Tissue Research Genetics RNA 6005-N 


0.0 


0.0 


Normal Bladder GENPAK 061001 


0.0 


0.0 


Bladder Cancer Research Genetics RNA 1023 


52.8 


17.6 


Bladder Cancer INVTTROGEN A302173 


50.3 


0.0 


87071 Bladder Cancer (OD04718-01) 


17.0 


0.0 


87072 Bladder Normal Adjacent (OD04718-03) 


0.0 


0.0 


Normal Ovary Res. Gen. 


42.9 


24.6 


Ovarian Cancer GENPAK 064008 


0.0 


0.0 


87492 Ovary Cancer (OD04768-07) 


0.0 


0.0 


87493 Ovary NAT (OD04768-08) 


0.0 


0.0 


Normal Stomach GENPAK 061017 


0.0 


0.0 


Gastric Cancer Clontech 9060358 


0.0 


0.0 


NAT Stomach Clontech 9060359 


0.0 


0.0 


Gastric Cancer Clontech 9060395 


0.0 


0.0 


NAT Stomach Clontech 9060394 


0.0 


0.0 


Gastric Cancer Clontech 9060397 


0.0 


0.0 


NAT Stomach Clontech 9060396 


0.0 


0.0 


Gastric Cancer GENPAK 064005 


0.0 


0.0 



Panel 51. Panel 3D 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


3dtm4953f 
agl481 


3dtm4953f 
ael481 


94905_Daoy_MeduDoblastoma/ 
Cerebellum sscDNA 


0.0 


94954__Ca Ski_Cervical 
epidermoid carcinoma 
(metastasis)__sscDNA 


0.0 


94906_TE671_MeduUoblastom/ 
Cerebellum sscDNA 


0.0 


94955JES-2_Ovarian clear cell 
carcinoma sscDNA 


0.0 


94907_D283 

Med Medulloblastoma/Cerebell 


0.0 


94957_Ramos/6h stim_ Stimulated 
with PMA/ionomycin 6h sscDNA 


0.0 
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um_sscDNA 








94908_PFSK-l__Primitive 
Neuroectodermal/CerebelJum ss 
cDNA 


0.0 


94958_Ramos/14h stim_ 
Stimulated with PMA/ionomycin 
14h sscDNA 


0.0 


ynyvy Ar-4yo L*INo SSaLJINA 


0.0 


94962_MEG-0 l_Chronic 
myelogenous leukemia 

f . ... % < 1 • \ T*VV T A 

(megokaryoblast) sscDNA 


0.0 


94910_SNB- 

/ o _^/iN o/giioma sscuin a 


A A 


94963_RajiJBurkitt , s 
lymphoma sscDNA 


0.0 


9491 1_SF- 

zoo_\^iNo/guoDiastoina sscl/ina 


A A 

0.0 


94964_Daudi_Burkitt l s 
lymphoma sscDNA 


0.0 


94912 T98G Glioblastoma ssc 
DNA 


0.0 


94965JJ266_B-cell 
plasmacytoma/rayeloma sscDNA 


0.0 


ftii'n^ OT/ XT 

96776__SK-N- 
SH_Neuroblastoma 
meiasiasis jsscuin a 


A A 

0.0 


94968_CA46_Burkitt , s 
lymphoma sscDNA 


0.0 


94913__SF- 

^ y j_cin of giio Diastoma sscdin A 


A A 

! 0.0 


94970_RL_non-Hodgkin , s B-cell 
lymphoma sscDNA 


0.0 


y*ryi** \^ereDeiiuin sscjjxna 


A A 
0.0 


94972_JMl_pre-B-cell 
lymphoma/leukemia sscDNA 


0.0 


96777 Cerebellum sscDNA 


0.0 


94973 JTurkatJT ceU 
leukemia sscDNA 


0.0 


94916_NCI- 

H292_Mucoepidermoid lung 
carcinoma sscDNA 


0.0 


94974JTF- 

l EiythroIeukemia sscDNA 


0.0 


94917_DMS-114_Small cell 
lung cancer sscuin A 


A A 

0.0 


94975__HUT 78_T-cell 
lymphoma sscDNA 


0.0 


94918JDMS-79_SmalI cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94977 JJ937_Histiocytic 
lymphoma sscDNA 


0.0 


949 1 9_NCI-H 1 46__Small cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


94980 JCU-8l2_Myelogenous 
leukemia sscDNA 


0.0 


94920_NCI-H526_Srriail cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


9498l_769-P_Clear cell renal 
carcinoma sscDNA 


0.0 


9492 1_NCI-N4 1 7_Small cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


94983_Caki-2_Clear cell renal 
carcinoma sscDNA 


0.0 


94923 JSrCI-H82_Small cell lung 
cancer/neuroendocrine sscDNA 


0.0 


94984_SW 839_Clear cell renal 
carcinomasscDNA 


0.0 


94924_NCI-H 1 5 7 Squamous 
cell lung cancer 
(metastasis) sscDNA 


0.0 


94986_G40l_Wilms , 
tumor sscDNA 


0.0 


94925_NCI-H1 155_Large cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


94987_Hs766T_Pancreatic 
carcinoma (LN 
metastasis) sscDNA 


0.0 


94926_NCI-H1299__Large cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


94988_CAPAN-l_Pancreatic 
adenocarcinoma (liver 
metastasis) sscDNA 


0.0 


94927 J*a-H727JLung 
carcinoid sscDNA 


0.0 


?4989_SU86.86_Pancreatic 
carcinoma (liver 

A A. _ • \ ^TV^. T A 

metastasis) sscDNA 


0.0 


94928_NCI-UMCM ILung 
carcinoid sscuin a 


A A 

0.0 1 


?4990_BxPC-3_Pancreatic 
idenocarcinoma sscDNA 


0.0 


94929_LX-l_Small cell lung 
cancer sscDNA 


i 

A f\ 

0.0 £ 


M99l_HPAC_Pancreatic 
idenocarcmoma sscDNA 


0.0 


94930_Colo-205_Colon 
cancer sscDNA 


c 

0.0 c 


M992_MIA PaCa-2_Pancreatic 
:arcinoma sscDNA 


0.0 


|94931 KM12 Colon 


0.0 < 


)4993 CFPAC-l Pancreatic 


0.0 
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cancer_sscDNA 




ductal adenocarcinoma_sscDNA 




94932_KM20L2_Colon 
cancer sscDNA 


0.0 


94994 PANC- lPancreatic 
epithelioid ductal 
carcinoma sscDNA 


0.0 


94933_NCI-H71 6_Colon 
cancer sscDNA 


0.0 


94996_T24 JBladder carcinma 
(transitional cell)_sscDNA 


0.0 


94935_SW-48_Colon 
adenocarcinoma sscDNA 


0.0 


94997_5637_Bladder 
carcinoma sscDNA 


0.0 


94936JSW1116_Colon 
adenocarcinoma sscDNA 


0.0 


94998__HT-1 197_Bladder 
carcinoma sscDNA 


0.0 


94937 JLS 174T_Colon 
adenocarcinoma sscDNA 


0.0 


94999 JJM-UC-3_Bladder 
carcinma (transitional 
cell) sscDNA 


0.0 


94938_SW-948_Colon 
adenocarcinoma sscDNA 


0.0 


95000_A204_Rhabdomyosarcoma 
sscDNA 


0.0 


94939_SW-480_Colon 
adenocarcinoma sscDNA 


0.0 


95001 JHT- 

1080 Fibrosarcoma sscDNA 


0.0 


94940_NCI-SNU-5_Gastric 
carcinoma sscDNA 


0.0 


95002_MG-63_Osteosarcoma 
(bone) sscDNA 


0.0 


94941_KATO m_Gastric 
carcinoma sscDNA 


0.0 


95003_SK-LMS- 
l_Leiomyosarcoma 
(vulva) sscDNA 


0.0 


94943_NCI-SNU- 1 6_Gastric 
carcinoma sscDNA 


0.0 


95004_S JRH3 OJEthabdomyosarco 
ma (met to bone marrow)_sscDNA 


100.0 


94944_NCI-SNU- l_Gastric 
carcinoma sscDNA 


0.0 


95005_A43 ^Epidermoid 
carcinoma sscDNA 


0.0 


94946_RF- l_Gastric 
adenocarcinoma sscDNA 


0.0 


95007_WM266- 

4 Melanoma sscDNA 


0.0 


94947_RF-48J3astric 
adenocarcinoma sscDNA 


0.0 


95010_DU 145_Prostate 
carcinoma (brain 
metastasis)_sscDNA 


0.0 


96778 JVIKN-45j3astric 
carcinoma sscDNA 


0.0 


95012JVIDA-MB-468_Breast 
adenocarcinoma sscDNA 


0.0 


94949_NCI-N87_Gastric 
carcinoma sscDNA 


0.0 


95013JSCC-4_Squarnous cell 
carcinoma of tonguesscDNA 


0.0 


9495 l_OVCAR-5J3varian 
carcinoma sscDNA 


0.0 


950 1 4_SCC-9_Squamous cell 
carcinoma of tongue sscDNA 


0.0 


94952 JtL95-2JUterine 
carcinoma sscDNA 


0.0 


95015_SCC-15_Squamous cell 
carcinoma of tongue sscDNA 


u.u 


94953_HelaS3_Cervical 
adenocarcinoma sscDNA 


0.0 


95017_CAL 27_Squamous cell 
carcinoma of tongue sscDNA 


o.o i 



Table 52. Panel 4D 



Tissue Name 


Relative 
Expression(%) 


Relative Expression(%) 


4dx4tm4512t 
ag2307 a2 


4dtm2475f_ agl481 


4dtm4172f 
agl481 


93768 Secondary Thl anti-CD28/anti- 
CD3 


10.4 


0.0 


10.7 


93769 Secondary Th2 anti-CD28/anti- 
CD3 


0.0 


0.0 


0.0 


93770 Secondary Trl_anti-CD28/anti- 
CD3 


0.0 


0.0 


0.0 


93573_Secondary Thl_resting day 4-6 
inIL-2 


2.6 


0.0 


12.9 


93572_Secondary Th2_resting day 4-6 
inIL-2 


0.0 


0.0 


0.0 
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93571_Secondary Trl_resting day 4-6 
in IL-2 


A A 

u.u 


0.0 


0.0 


93568 primary Thl anri-CD28/anti- 
CD 3 


o o 


0.0 


0.0 


93569_primary Th2 anti-CD28/anti- 
CD3 


o o 


0.0 


0.0 


93570_pnmary Trl anti-CD28/anti- 
CD3 


*J *7 
3. / 


4.5 


0.0 


93565_pnmary Thl resting dy 4-6 in 
IL-2 


A A 


A 

2.9 


0.0 


93566_pnmary Th2 resting dy 4-6 in 
IL-2 


A A 
U.U 


0.0 


0.0 


93567 primary Trl resting dy 4-6 in 
IL-2 


2.2 


0.0 


0.0 


93351_CD45RA CD4 
Ivrrmhocvte anri-("*T>9R/n-nti_f" , T'i^ 


1 A 1 

14./ 


21.0 


10.3 


93352_CD45RO CD4 


A A 

U.U 


7.6 


0.0 


93251_CD8 Lymphocytes anti- 
CD28/anti-CD3 


A A 

U.U 


9.7 


0.0 


93353_chronic CD8 Lymphocytes 

9rv r^cKncy H\/ A-f\ in TT "7 
fci^ivauiig uy *t-u ill Ai_/— z» 


A A 
U.U 


0.0 


0.0 


93574_chronic CD8 Lymphocytes 
2ry activated CD3/CD28 


0.0 


0.0 


0.0 


/jjjt \_^j»y*t iiuiic 


14.8 


0.0 


0.0 


93252 Secondary Thl/Th2/Trl anti- 
CD95CH11 


0.0 


0.0 


0.0 


93103 LAK cells resting 


0.6 


0.0 


0.0 


93788 LAK cells IL-2 


0.0 


0.0 


0.0 


93787 LAK cells IL-2+IL-12 


23.4 


33.0 


o.o ! 


93789 LAK cells IL-2+IFN gamma 


2.4 


39.0 


28.1 | 


93790 LAK celk TT -7+ TT 1 « 


43. o 


30.1 


18.9 


93104 LAK cells PMA/ionomycin and 
IL-18 


0.7 


0.0 


0.0 


93578 NK Pelk TT -7 rpotina 


A A 

U.U 


0.0 


0.0 


93109_Mixed Lymphocyte 
Reaction Two Wav MT "R 

ivvavuuii x w u vt ay i vi i ■ r\ 


o c 


19.5 


28.3 


93 1 10_Mixed Lymphocyte 
Reaction Two Wav X/fT R 


A A 

U.U 


20.6 


0.0 


93 1 1 l_Mixed Lymphocyte 
Reaction Two Wav A/fT P 


tt. A 

O.U 


0.0 


0.0 


93 1 12_Mononuclear Cells 


1 A 
l.U 


7.0 


0.0 


93 1 13_MononucIear Cells 
fPBMC'*; i PWM 


o.o 


0.0 


0.0 


93114 Mononuclear Cells 
(PBMCs) PHA-L 


0.0 


0.0 


0.0 


93249_Ramos (B cell) none 


0.0 


0.0 


0.0 


93250_Ramos (B cell) ionomycin 


0.0 


0.0 


0.0 


93349 B lymphocytes PWM 


41.6 


70.7 


44.8 


93350 B Ivrrmhnvt^c CTidflT an/1 TT A 


7.6 


23.3 


9.7 


92665 EOL-1 (Eosinophil)_dbcAMP 
differentiated 


0.0 


0 0 


U.U 


93248_EOL-l 

(Eosinophil) dbcAMP/PMAionomycin 


0.0 


19.3 


0.0 
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93356 Dendritic Cells none 


0.0 


0.0 


0.0 


93355 Dendritic Cells LPS lOOng/ml 


0.0 


0.0 


0.0 


93775 Dendritic Cells anti-CD40 


0.0 


0.0 


0.0 


93774_Monocytes resting 


0.0 


0.0 


0.0 


93776 Monocytes LPS 50 ng/ml 


0.0 


0.0 


0.0 


93581 Macrophages resting 


0.0 


23.5 


0.0 


93582 Macrophages LPS 100 ng/ml 


0.0 


0.0 


0.0 


93098 HUVEC (Endothelial) none 


0.0 


0.0 


0.0 


93099 HUVEC (Endothelial) starved 


5.4 


0.0 


0.0 


93100 HUVEC (Endothelial) IL-lb 


0.0 


8.4 


0.0 


93779__HUVEC (EndomeHal)JFN 
gamma 


0.0 


6.1 


0.0 


93 102_HUVEC (Endomelial)JTNF 
alpha + IFN gamma 


0.0 


0.0 


0.0 


y 5 1 v i_ti u v ^Jtsnaotneuai i xsr 
alpha + IL4 


0.0 


0.0 


0.0 


93781 HUVEC (Endothelial) EL-11 


0.0 


0.0 


0.0 


93583_Lung Microvascular Endothelial 
Cells none 


14.8 


0.0 


0.0 


93584_Lung Microvascular Endothelial 
Cells_TNFa (4 ng/ml) and ILlb (1 
ng/ml) 


0.0 


0.0 


0.0 


92662_Microvascular Dermal 
endothehum none 


0.0 


0.0 


0.0 


92663_Microsvasular Dermal 
endothehum TNFa (4 ng/ml) and ILlb 
(1 ng/ml) 


0.0 


0.0 


11.0 


y5115 Bronchial epitneuum lJNra(4 
ng/ml) and ILlb (1 ng/ml) ** 


0.0 


0.0 


0.0 


93347 Small Airway Epithelium none 


6.5 


0.0 


0.0 


y334o_oinau Airway lipiuienum_irNr , a 
(4 ng/ml) and ILlb (1 ng/ml) 


7.4 


0.0 


0.0 


92668 Coronery Artery SMC resting 


0.0 


0.0 


0.0 


y2ooy_Coronery Artery oML__lMra (4 
ng/ml) and ILlb (1 ng/ml) 


0.0 


1.2 


0.0 


93107 astrocytes resting 


6.9 


0.0 


0.0 


y3iuc$ astrocytes ixsi±*a (4 ng/mij ana 
ILlb (1 ng/ml) 


0.0 


0.0 


0.0 


92666 KU-8 12 (Basophil) resting 


0.0 


0.0 


0.0 


yzoo /_KU-o 12 
(Basophil) PMA/ionoycin 


0.9 


0.0 


0.0 


93579 CCD1106(Keratinocytes) none 


0.0 


0.0 


0.0 


(Keratmocytes) JTNFa and IFNg ** 


0.0 


0.0 


0.0 


93791 Liver Cirrhosis 


45.1 


72.7 


25.2 


93792 Lupus Kidney 


9.9 


0.0 


0.0 


93577 NCI-H292 


0.0 


0.0 


0.0 


93358 NCI-H292 IL-4 


0.0 


0.0 


0.0 


93360 NCI-H292 IL-9 


0.0 


0.0 


0.0 


93359 NCI-H292 IL-13 


0.0 


0.0 


0.0 


93357 NCI-H292 IFN gamma 


0.0 


0.0 


0.0 


93777 HPAEC - 


0.0 


0.0 


0.0 
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yi/ /o xlrAiiC 1L-I oeta/lNA alpha 


0.0 


0.0 


0.0 


93254_Normal Human Lung 
Fibroblast none 


0.0 


0.0 


0.0 


93253_Normal Human Lung 
Fibroblast^TNFa (4 ng/ml) and IL-lb 
ng/ml) 


0.0 


0.0 


0.0 


93257_Normal Human Lung 

rlDrODiast 


0.0 


0.0 


0.0 


93256_Normal Human Lung 
riDroDiast ix#-y 


0.0 


0.0 


0.0 


93255_Normal Human Lung 

rrurAUioof tt 11 
riDrooiast l-L-U 


7.6 


0.0 


0.0 


93258_Normal Human Lung 
FibroblastlFN gamma 


0.0 


0.0 


0.0 


93 1 06_Dermal Fibroblasts 
Uv-JJlU/U resting 


0.0 


0.0 


0.0 


93361 JDerrnal Fibroblasts 
ia*l> 1 u /u J. XNr alpna 4 ng/ml 


0.0 


0.0 


0.0 


93 105 Dermal Fibroblasts 
CCD 1070 IL-1 beta 1 ng/ml 


3.2 


0.0 


0.0 


93772 dermal fibroblast EFN gamma 


3.1 


0.0 


0.0 


93771 dermal fibroblast EL-4 


0.0 


0.0 


0.0 


93260 fflD Colitis 2 


0.0 


1.5 


0.0 


93261 IBDCrohns 


0.0 


0.0 


0.0 


735010 Colon normal 


100.0 


100.0 


100.0 


735019 Lung none 


60.8 


33.2 


47.6 


64028-1 Thymus none 


10.6 


0.0 


8.0 


64030-1 Kidney none 


0.0 


1.0 


11.0 



Tablei^ Panel CNS_1 





Relative 
Expression(%) 




Relative 
Expression(%) 


Tissue Name 


cnslx4tm6179 
f agl481 al 


Tissue Name 


cnslx4tm6179 
f agl481 al 


102633 BA4 Control 


LI 


102605 BA17 PSP 


1.2 


102641 BA4Control2 


4.2 


102612 BA17 PSP2 


0.4 


102625 B A4 Alzheimer's2 


0.4 


102637 Sub Nigra Control 


0.7 


102649 BA4 Parkinson's 


' 2.7 


102645_Sub Nigra Control2 


2.6 


102656 BA4 Parkinson^ 


4.3 


102629 Sub Nigra Alzheimer's2 


0.7 


102664 BA4 Huntington's 


2.3 


102660 Sub Nigra Parkmson's2 


3.8 


102671 J3A4 Huntington's2 


0.3 


102667 Sub Nigra Huntington's 


3.0 


102603 BA4PSP 


0.3 


102674 Sub Nigra Huntington's2 


1.2 


102610 BA4 PSP2 


1.1 


102614 Sub Nigra PSP2 


0.6 


102588 BA4 Depression 


0.2 


102592 Sub Nigra Depression 


0.0 


102596 BA4 Depression2 


0.3 


102599 Sub Nigra Depression2 


0.3 


102634 BA7 Control 


1.4 


102636 Glob Palladus Control 


1.8 


102642 BA7 Control2 


2.1 


102644 Glob Palladus Control2 


2.4 


1 02626 BA7 Alzheimer^ 


0.3 


102620 Glob Palladus Alzheimer's 


1.0 


102650 BA7 Parkinson's 


0.4 


102628_Glob Palladus 
AIzheimer , s2 


0.7 
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102657 BA7 Parkinson' s2 


1.5 


102652 Glob Pallaaus JrarJanson s 


Q 1 


102665 BA7 Huntington's 


2.6 


102659 Glob Palladus 
Parkinson's2 


2.0 


102672 BA7 Huntington's2 


0.6 


102606 Glob Palladus PSP 


1.5 


102604 BA7 PSP 


1.8 


102613 Glob Palladus PSP2 


1.5 


102611 BA7PSP2 


1.0 


102591 Glob Palladus Depression 


0.2 


102589 BA7 Depression 


0.2 


102638 Temp Pole Control 


1.4 


102632 BA9 Control 


1.2 


102646 Temp Pole Control2 


2.8 


102640 BA9 Control2 


6.1 


102622 Temp Pole Alzheimer's 


100.0 


102617 BA9 Alzheimer's 


0.6 


102630 Temp Pole Alzheimer ? s2 


0.0 


102624 BA9 Alzheimer , s2 


0.5 


102653 Temp Pole Parkinson's 


0.9 


102648 BA9 Parkinson's 


1.4 


102661 Temp Pole Parkrnson's2 


0.9 


102655 BA9 Parkrnson's2 


2.6 


102668 Temp Pole Huntington's 


1.1 


102663 BA9 Huntington's 


2.7 


102607 Temp Pole PSP 


0.2 


102670 BA9 Huntington's2 


0.5 


102615 Temp Pole PSP2 


0.3 


102602 BA9 PSP 


0.8 


102600 Temp Pole Depression2 


0.1 


102609 BA9PSP2 


0.3 


102639 Cing Gyr Control 


2.4 


102587 BA9 Depression 


0.2 


102647 Cing Gyr Control2 


2.8 


102595 BA9 Depression2 


0.1 


102623 Cing Gyr Alzheimer's 


0.6 


102635 BA17 Control 


1.3 


102631 Cing Gyr Alzheimer's2 


0.2 


102643 BA17Control2 


3.8 


102654 Cing Gyr Parkinson's 


0.7 


102627 BA17 Alzheimer^ 


0.3 


102662 Cing Gyr Parkinson*s2 


1.6 


102651 BA17 Parkinson's 


0.7 


102669 Cing Gyr Huntington's 


2.6 ! 


102658 BA17 Parkinson's2 


1.7 


102676 Cing Gyr Huntington's2 


0.5 


102666 BA17 Huntington's 


2.4 


102608 Cing Gyr PSP 


0.4 


102673 BA17Huntington's2 


0.3 


102616 Cing Gyr PSP2 


0.3 


102590 BA17 Depression 


0.2 


102594 Cing Gyr Depression 


0.1 


102597 BA17 Depression2 


1.3 


102601 Cing Gyr Depression2 


0.3 



Table 54. Panel CNSJ^eurodegeneratior^vl.O 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


tm6958f_ 
agl481_alsl 


tm6958fL 
agl481 alsl 


AD 1 Hippo 


3.2 


Control (Path) 3 Temporal Ctx 


2.1 


AD 2 Hippo 


15.9 


Control (Path) 4 Temporal Ctx 


21.1 


AD 3 Hippo 


1.1 


AD 1 Occipital Ctx 


6.2 


AD 4 Hippo 


4.1 


AD 2 Occipital Ctx (Missing) 


0.0 


AD 5 Hippo 


92.1 


AD 3 Occipital Ctx 


1.5 


AD 6 Hippo 


20.4 


AD 4 Occipital Ctx 


12.4 


Control 2 Hippo 


28.9 


AD 5 Occipital Ctx 


61.1 


Control 4 Hippo 


1.7 


AD 6 Occipital Ctx 


12.2 


Control (Path) 3 Hippo 


0.7 


Control 1 Occipital Ctx 


0.8 


AD 1 Temporal Ctx 


5.0 


Control 2 Occipital Ctx 


89.8 


AD 2 Temporal Ctx 


18.6 


Control 3 Occipital Ctx 


10.6 


AD 3 Temporal Ctx 


1.7 


Control 4 Occipital Ctx 


0.2 
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AD 4 Temporal Ctx 


9.9 


Control (Path) 1 Occipital Ctx 


69.1 


AD 5 Inf Temporal Ctx 


88.6 


Control (Path) 2 Occipital Ctx 


5.1 


AD 5 Sup Temporal Ctx 


16.9 


Control (Path) 3 Occipital Ctx 


0.4 


AD 6 Inf Temporal Ctx 


17.1 


Control (Path) 4 Occipital Ctx 


12.0 


AD 6 Sup Temporal Ctx 


23.4 


Control 1 Parietal 


2.1 


Control 1 Temporal Ctx 


1.8 


Control 2 Parietal 


17.7 


Control 2 Temporal Ctx 


62.9 


Control 3 Parietal 


15.4 


Control 3 Temporal Ctx 


8.3 


Control (Path) 1 Parietal 


100.0 


Control 3 Temporal Ctx 


3.3 


Control (Path) 2 Parietal 


15.3 


Control (Path) 1 Temporal Ctx 


51.6 


Control (Path) 3 Parietal 


1.2 


Control (Path) 2 Temporal Ctx 


25.7 


Control (Path) 4 Parietal 


32.8 



Panel 1.3D Summary Agl481/Ag2307 Results from experiments using different 
probe and prime sets are in very good agreement. The NOV7a gene is expressed at high to 
moderate levels in all the tissue samples originating from the central nervous system, 
5 including the pituitary gland, amygdala, cerebellum, hippocampus, substantia nigra, thalamus, 
cerebral cortex and spinal cord. Highest expression is detected in the hippocampus region 
(CT=27-30). These high expresson levels of the NOV7a gene suggest that the NOV7a protein 
product may be essential for normal central nervous system function. Thus, expression of the 
NOV7a gene could potentially be used to distinguish brain tissues from other tissues and may 
10 also be an excellent target in the treatment of neurpsychiatric disease. 

Moderate expression of the NOV7a gene also occurs in lung cancer cell lines 
(CT=30.4, 31.3). Therefore, in addition to its CNS utility, expression of the NOV7a gene 
could potentially be used to distinguish between lung cancer cell lines and other tissues or cell 
lines. . 

1 5 Panel General screening panel vl. 4 Summary Agl481 Results from two 

experiments using the same probe and primer set are in excellent agreement. Highest 
expression of the NOV7a gene is seen in the cerebellum (CT = 25) with significant expression 
detected in all the tissues samples originating from regions of the brain including the 
amygdala, hippocampus, cerebral cortex, substantia nigra, thalamus, and spinal cord. In 

20 addition, high expression of the NOV7a gene is present in lung cancer cell lines (CT = 26) The 
results from this panel are in excellent agreement with the expression profile detected in panel 
1 .3D. Therefore, these results suggest that expression of the NOV7a gene could be used to 
distinguish normal brain tissue from other tissues. The NOV7a gene could also possibly serve 
as a marker of lung cancer cell lines from other cell lines and tissues. 
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The metabolic expression of the NOV7a gene is limited to the pituitary gland with CT 
values ranging from 29-32. Therefore, the NOV7a protein product may be a small molecule 
target for the treatment of diseases involving the pituitary gland. 

Panel 2D Summary Agl481 Among the tissues samples in this panel, expression of 
5 the NOV7a gene is low but significant in normal colon tissue adjacent to a colon tumor (CT = 
34) as well as in a lung cancer metastasis to muscle (CT = 34.8). Two replicates of this 
experiment follow similar trends with both showing no expression in most tissue samples. 
Thus, this expression profile suggests that expression of the NOV7a gene could potentially be 
used to distinguish between colon cancer and normal tissue. 
10 Panel 2.2 Summary Ag 2307 Expression of this gene in panel 2.2 is low/undetectable 

(Ct values >35) in all samples (data not shown). 

Panel 3D Summary Agl481 High expression of the NOV7a gene is detected in a 
metastatic rhabdomyosarcoma cell line with a CT value of 18.2. Moderate expression is also 
detected in two lung cancer samples (small cell CT =33.1 ; large cell CT = 32.8) and 
15 cerebellum (CT = 28.2). Thus, this gene could be used to distinguish these samples from other 
cell line samples. 

Panel 4D Summary Agl481/Ag2307 Results from two experiments using two 
different probe/primer sets are in excellent agreement. Expression of the NOV7a gene is 
greatest in tissue derived from normal colon (CT = 32) and is also observed at moderate levels 

20 in lung tissue (CT = 33), mitogen stimulated B cells (CT = 32-33), LAK cells stimulated with 
EL-2 and gamma interferon (CT = 33-34), and LAK cells treated with IL-2 and IL-18 (CT = 
34). The NOV7a gene encodes a protein with homology to vesicular GAB A tranporters that 
may be active in regulating secretion within the colon and perhaps the lung. The function of 
this type of transporter in leukocytes has not been described. Therepeutic regulation of the 

25 protein encoded by NOV7a could be important in the treatment of colitis as well as diseases 
involving the lung, including asthma and emphysema. 

Panel CNS_1 Summary Agl481 The NOV7a gene is widely expressed at low to 
moderate levels in most of the tissue samples in this panel. Expression of the gene is highest 
(CT = 25) in the temporal pole from an Alzheimer's patient. Panel CNS.01 also shows the 

30 NOV7a gene to be downregulated in the parietal, prefrontal, and cingulated cortex of 
depressed patients. It could therefore make an excellent drug target for schizophrenia. 
Multiple laboratories have shown a GABAergic deficit in schizophrenia and bipolar diaorder, 
usually a decrease in the number of interneurons producing GABA. Thus, therapeutic 
modulation or potentiation of this protein to increase the amount of GABA transported to the 
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synaptic vesicles could be of benefit in schizoprenia and/or bipolar disorder. Furthermore, the 
gene for this protein is located on chromosome 20 (specifically at 20ql2), a locus that has 
been linked to schizophrenia. This information, when coupled with the fact that at least 4 
amino acid changing SNPs exist in the coding region of this gene, make the NOV7a gene an 
excellent candidate for screening for risk of psychiatric disease. 

Panel CNSjNeurodegemeratioia_vl.O Summary Agl481 The NOV7a gene shows 
expression at moderate to low levels in most of the tissues in this sample. Highest expression 
is detected in the parietal cortex of a control patient (CT = 28.5). Other tissue samples showing 
moderate levels of expression of the NOV7a gene include the occipital cortex (CT = 29), and 
temporal cortex (CT = 29.5) region of a control patient and the occipital cortex (CT = 29.2), 
inferior temporal cortex (CT = 29.7) and hippocampus regions of an Alzheimer's patient (CT 
= 28.6). Based on this expression profile, this gene does not appear to be differentially 
regulated in Alzheimer's disease, although this panel does confirm that this gene is expressed 
at moderate to high levels in the CNS. 

This protein appears to be the human homologue of the rat vesicular GABA transporter 
(V GAT). GABA, the primary inhibitory neurotransmitter in the mammalian brain, is 
synthesized from glutamate in the cytoplasm by two isofonns of glutamic acid decarboxylase 
(GAD65 and GAD67). As with the monoamine neurotransmitters, a vesicular transporter is 
then necessary to transport the transmitter into the synaptic vesicle. This protein is thus 
critical for normal CNS function and would make an excellent drug target in neuropsychiatric 
disease. A large number of antiepileptics have been shown to work by either potentiating 
GABA transmission, or by increasing GABA production in interneurons. Therefore, 
therapeutic induction of the NOV7a gene or its activity may be of benefit in the control of 
seizures. (Gurling et aL, Am J Hum Genet 68:661-73, 2001; Reynolds and Beasley, J Chem 
Neuroanat 22:95-100, 2001; Moshe, Neurology 55:S32-40; discussion S54-8, 2000; 
Timmermans and Scheuermann, Eur J Morphol 36:133-42, 1998.) 
NOV10: UNC5 Receptor-like 

Expression of the NOV10 gene (SC121209524_A) was assessed using the primer- 
probe sets Agl522, Agl848, Ag2263, and Ag2422 described in Tables 55, 56, 57, and 
58.Results of the RTQ-PCR runs are shown in Tables 59, 60, 61, 62, 63, 64, and 65. 



Table 55 . Probe Name Agl522 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NOr 


Forward 


5 1 -TGACTTCGACACAGACATCACT- 3 ' 


58.4 


22 


1275 


176 


Probe 


TET-5 1 -ACTCATCTGCTGCCCTGACTGGTG- 


69.2 


24 


1298 


177 
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3 ' -TAMRA 










Reverse 


5 ' -CCTTGCCGTCTTAAAGTTGAC-3 ' 


58 . 9 


21 


1333 


178 


Table 56. Probe Name Asl84S 


Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 1 -TGACTTCGACACAGACATCACT-3 ' 


58.4 


22 


1242 


179 


Probe 


TET-5 ' - ACTCATCTGCTGCCCTGACTGGTG - 
3 • -TAMRA 


69.2 


24 


1265 


180 


Reverse 


5 1 -CCTTGCCGTCTTAAAGTTGAC-3 1 


58.9 


21 


1300 


181 


Table 57. Probe Name Ag2263 


Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 1 -TGACTTCGACACAGACATCACT-3 1 


58.4 


22 


1234 


182 


Probe 


TET-5 1 -ACTCATCTGCTGCCCTGACTGGTG- 
3 1 -TAMRA 


69.2 


24 


1257 


183 


Reverse 


5 1 -CCTTGCCGTCTTAAAGTTGAC-3 1 


58.9 


21 


1292 


184 


Table 58. Probe Name Ag2422 


Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 ' - GGCTCCCTGGACACTCTCT- 3 * 


59.4 


19 


2617 


185 


Probe 


FAM- 5 ' - 

CTGTCACCACCCAGCTGGGACCTTAT-3 1 - 
TAMRA 


71 


26 


2654 


186 


Reverse 


5 ' -TGGACAGTGGGATCTTGAAG-3 ' 


58.6 


20 


2682 


187 



Table 59. Panel 1.2 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


1.2tm2156t 
agl522 


1.2tm2156t 
agl522 


Endothelial cells 


1.2 


Renal ca. 786-0 


0.0 


Heart (fetal) 


17.9 


Renal ca. A498 


0.3 


Pancreas 


0.7 


Renal ca. RXF 393 


0.2 


Pancreatic ca. CAP AN 2 


4.9 


Renal ca. ACHN 


0.0 


Adrenal Gland (new lot*) 


7.9 


Renal ca. UO-31 


0.5 


Thyroid 


0.0 


Renal ca. TK-10 


0.3 


Salavary gland 


2.5 


Liver 


2.4 


Pituitary gland 


0.1 


Liver (fetal) 


0.5 


Brain (fetal) 


0.2 


Liver ca. (hepatoblast) HepG2 


0.3 


Brain (whole) 


3.2 


Lung 


0.3 


Brain (amygdala) 


4.4 


Lung (fetal) 


0.4 


Brain (cerebellum) 


9.0 


Lung ca. (small cell) LX-1 


25.3 


Brain (hippocampus) 


18.9 


Lung ca. (small cell) NCI-H69 


43.8 1 


Brain (thalamus) 


15.7 


Lung ca. (s.cell var.) SHP-77 


0.3 i 


Cerebral Cortex 


35.4 


Lung ca. (large cell)NCI-H460 


54.7 


Spinal cord 


1.6 


Lung ca. (non-sm. cell) A549 


0.3 
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CNS ca. (glio/astro) U87-MG 


72.2 


Lung ca. (non-s.cell) NCI-H23 


2.4 


CNS ca. (glio/astro) U-l 18-MG 


3.1 


Lung ca (non-s.cell) HOP-62 


1.7 


v^ino ca. ^asuo ) o w i /oj 


0.3 


Lung ca. (non-s.cl) NCI-H522 


9.3 


CNS ca.* (neuro; met ) SK-N- 
AS 


36.3 


Lung ca. (squam.) SW 900 


1.5 


CNS ca. (astro) SF-539 


5.8 


Lung ca. (squam.) NCI-H596 


22.4 


CNS ca. (astro) SNB-75 


1.7 


Mammary gland 


1.4 






Breast ca.* (pi. effusion) MCF-7 


0.8 


CNS ca. (glio) U251 


2.9 


Breast ca * (ry\ eft MDA-MB- 
231 


0.0 


CNS ca. (glio) SF-295 


100.0 


Breast ca.* (pi. effusion) T47D 


18.4 


Heart 


! 31.6 


Breast ca. BT-549 


0.0 


Skeletal Muscle (new lot*) 


3.4 


Breast ca. MDA-N 


0.0 


Bone marrow 


0.2 


Ovary 


6.9 


Thymus 


0.2 


Ovarian ca. OVCAR-3 


1.7 


Spleen 


2.1 


Ovarian ca. OVCAR-4 


12.9 


Lymph node 


0.5 


Ovarian ca. OVCAR-5 


5.7 


Colorectal 


1.4 


Ovarian ca. OVCAR-8 


5.3 


Stomach 


1.3 


Ovarian ca. IGROV-1 


0.8 


Small intestine 


3.3 


Ovarian ca.* (ascites) SK-OV-3 


5.4 


Colon ca. SW480 


0.8 


Uterus 


0.9 


Colon ca.* (SW480 met)SW620 


2.2 


Placenta 


0.9 


Colon ca. HT29 


0.1 


Prostate 


10.0 


Colon ca. HCT-116 


7.5 


Prostate ca.* (bone met)PC-3 


0.0 




6.3 


Testis 


0.3 


83219 CC Well to Mod Diff 
(OD03866) 


3.0 


Melanoma Hs6S8(A).T 


21.2 


Colon ca. HCC-2998 


1.2 


Melanoma* (met) Hs688(B).T 


28.5 


Gastric ca.* (liver met) NCI-N87 


24.7 


Melanoma UACC-62 


2.4 


Bladder | 


12.8 


Melanoma M14 


0.0 


Trachea 


0.3 


Melanoma LOX IMVI 


0.0 


Kidney 


19.2 I 


Melanoma* (met) SK-MEL-5 


1.2 


Kidney (fetal) 


6.6 







Table 60 . Panel 1.3D 



Tissue Name 


Relative 
Expression(%) 


Relative 
Expression(%) 


Relative 
£xpression(%) 


Relative 
Expression(%) 


13dtm4258t 
a&1522 


13dtm4351t 
agl848 


13dx4rm5633t a 
g2263 bl 


13dtm4220 
ag2422 


Liver adenocarcinoma 


15.8 


12.3 


31.5 


18.3 


Pancreas 


1.7 


1.4 


2.8 


2.9 


Pancreatic ca. CAP AN 2 


6.7 


4.6 


21.7 


5.5 


Adrenal gland 


3.9 


2.0 


3.5 


3.0 


Thyroid 


1.7 


1.5 


0.0 


2.5 


Salivary gland 


0.6 


0.2 


2.3 


0.3 


Pituitary gland 


2.1 


1.4 


2.9 


4.3 


Brain (fetal) 


1.4 


1.1 


3.5 


1.1 
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Brain (whole) 


28.7 


13.5 


43.1 


10.4 


Brain (amygdala) 


16.8 


13.0 


31.3 


18.6 


Brain (cerebellum) 


8.2 


6.5 


42.3 


9.2 


Brain (hippocampus) 


60.7 


47.6 


16.8 


51.8 


Brain (substantia nigra) 


8.9 


5.2 


32.3 


6.8 


Brain (thalamus) 


40.1 


22.2 


62.0 


19.8 


Cerebral Cortex 


25.9 


18.4 


36.6 


14.3 


Spinal cord 


10.2 


C A 

5.4 


38.0 


7.9 


CNS ca. (glio/astro) U87- 
MG 


43.2 


1 A £ 

34.6 


100.0 


AO AT 

48.6 


CNS ca folio/astral IJ-1 18- 
MG 


10.2 


8.0 


6.4 


7.5 


CNS ca. (astro) SW1783 


0.9 


0.8 


2.8 


1.1 


CNS ca * fneuro* met ^ SK- 
N-AS 


100.0 


100.0 


59.1 


100.0 


CNS ca. (astro) SF-539 


9.7 


8.3 


17.6 


9.0 


CNS ca. (astro) SNB-75 


12.9 


12.1 


8.4 


12.1 


CNS ca. (glio) SNB-19 


19.5 


17.6 


46.2 


17.2 


CNS ca. (glio)U251 


13.4 


10.6 


24.5 


10.9 


CNS ca. (glio) SF-295 


66.9 


62.4 


64.1 


62.0 


Heart (fetal) 


15.6 


12.5 


20.0 


18.7 


Heart 


2.2 


1.1 


3.4 


3.3 


Fetal Skeletal 


22.2 


14.0 


6.7 


19.3 


Skeletal muscle 


0.3 


0.2 


1.4 


0.7 


Bone marrow 


0.7' 


0.3 


0.4 


0.8 


Thymus 


^ 2.0 


1.6 


3.6 


3.4 


Spleen 


7.9 


5.6 


4.5 


5.9 


Lymph node 


2.6 


1.9 


2.7 


2.1 


Colorectal 


4.7 


9.2 


12.8 


10.3 


Stomach 


6.1 


2.4 


3.6 


4.5 


Small intestine 


2.9 


2.9 


4.5 


4.9 


Colon ca. S W480 


2.0 


1.0 


1.9 


1.5 


Colon ca.* fSW480 
met)SW620 


1.0 


1.2 


2.0 


2.1 


Colon ca. HT29 


0.0 


0.1 


0.0 


0.0 


Colon ca. HCT-116 


4.2 


2.9 


4.7 


5.6 


Colon ca. CaCo-2 


5.3 


3.9 


12.5 


7.2 


832 19 CC Well to Mod DifT 
(OD03866) 


14.8 


17.3 


19.8 


23.5 


Colon ca. HCC-2998 


0.7 


1.6 


0.0 


0.5 


frachrie ca * Hiv^r ttipA NCT- 

N87 


21.9 


22.8 


19.1 


25.7 


Bladder 


2.1 


1.7 


3.4 


1.5 


Trachea 


12.2 


6.8 


1.6 


13.8 


Kidney 


1.4 


0.6 


3.9 


3.0 


Kidney (fetal) 


5.3 


5.8 


5.2 


6.3 


Renal ca. 786-0 


0.0 


0.0 


0.0 


0.0 


Renal ca. A498 


7.7 


7.9 


6.8 


9.7 
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Renal ca. RXF 393 


0.1 


3.6 


0.8 


! 0.0 


Renal ca. ACHN 


0.0 


0.0 


0.0 


0.0 


Renal ca. UO-31 


0.2 


0.3 


0.5 


0.3 


Renal ca. TK-10 


0.0 


0.0 


0.0 


0.0 


Liver 


0.3 


0.0 


i 0.0 


0.6 


.Liver jieiai) 


1.1 


1.0 


0.4 


1.2 


Liver ca. (hepatoblast) 
HepG2 


0.2 


0.0 


0.8 


0.3 


Lung 


8.2 


9.4 


4.1 


10.3 


Lung (fetal) 


4.3 


4.2 


7.3 


4.5 


juung ca. i small cell) l_,x-l 


8.4 


6.9 


31.8 


9.9 


Lung ca. (small cell) NCI- 


AAA 

44.4 


48.6 


90.7 


54.3 


Lung ca. (s.cell var.) SHP- 

77 


0.7 


0.8 


0.5 


1.1 


Lung ca. (large cell)NCI- 
ntou 


lo.2 


11.9 


22.4 


12.1 


Lung ca. (non-sm. cell) 


0.4 


0.3 


0.2 


0.4 


Lung ca. (non-s.cell) NCI- 

ixZ j 


2.0 


0.9 


3.3 


1.2 


Lung ca (non-s.cell) HOP- 


0.4 


0.9 


1.6 


0.7 


Lung ca. (non-s.cl) NCI- 
H522 


1.7 


0.8 


1.7 


1.1 


iwung ca. (squam.j ow yuu 


0.5 


0.3 


1.9 


0.2 


Lung ca. (squam.) NCI- 
H596 


4.0 


4.1 1 


26.4 


2.4 


Mammary gland 


6.3 


4.4 


3.0 


2.8 


Breast ca.* (pi. effusion) 


1.1 


0.4 


1.5 


0.9 


Breast ca.* (pl.ef) MDA- 

IVJLD-Zj 1 


0.8 


1.2 


0.7 


1.4 


Breast ca.* (pi. effusion) 
T47D 


9.6 


5.7 


14.0 


4.4 


Breast ca. BT-549 


0.2 


0.3 


0.2 


0.3 


Breast ca. MDA-N 


0.0 


0.0 


0.0 


0.0 


Ovary 


6.4 


4.9 


6.2 


9.5 


Ovarian ca. OVCAR-3 


1.1 


0.6 


1.1 


0.8 


Ovarian ca. OVCAJR-4 


1.0 


1.4 


11.4 


1.5 


Ovarian ca. OVCAR-5 


2.4 


2.6 


5.7 


3.3 


Ovarian ca. OVCAR-8 


3.6 


1.6 


2.6 


5.4 


Ovarian r**% T/~2D fW f 1 
UVanall C3. IVJlVw V - 1 


0.6 


0.2 


0.7 


0.2 


Ovarian ca.* (ascites) SK- 
OV-3 


2.0 


2.6 


2.1 


1.1 


Uterus 


2.7 


1.3 


3.9 


4.2 


Placenta 


2.0 


2.0 


5.8 


4.8 


rTOStaie 


4.4 


2.5 


3.4 


5.4 


Prostate ca.* (bone met)PC- 
3 


0.1 


0.0 


0.2 


0.0 


Testis 


8.1 


5.5 


3.5 


6.4 


Melanoma Hs688(A).T 


31.6 


25.0 


59.7 


27.4 
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Melanoma* (met) 
Hs688(B).T 


46.0 


17.1 


87.3 


28.5 


Melanoma UACC-62 


0.1 


0.2 


2.0 


0.5 


Melanoma M14 


0.0 


0.0 


0.0 


0.0 


Melanoma LOX IMVI 


0.1 


0.2 


0.0 


0.0 


ivieidijoma ^mci j o jv- ivix^-l.- 
5 


0.9 


0.9 


1.7 


0.6 


Adipose 


3.6 


2.3 


5.1 


2.9 



Table 61. Panel 2D 



Tissue Name 


Relative 
Expression(%) 


Relative 
Expression(%) 


Relative Expression(%) 


Relative 
Expression^ 

%> 


2dtm4352t_ 
agl848 


2dtm5513t_ 
ag2263 


2Dtm2353 
t agl522 


2dtm2417t 
agl522 ~ 


2dtm4221f 
ag2422 


Normal Colon GENPAK 
061003 


35.1 


59.0 


20.2 


46.0 


36.9 


83219 CC Well to Mod Difif 
(OD03866) 


22.5 


21.8 


15.3 


45.1 


21.3 


83220 CC NAT (OD03866) 


7.4 


7.7 


6.1 


15.2 


5.5 


83221 CC Gr.2 rectosigmoid 
(OD03868) 


5.8 


5.9 


7.0 


8.2 


13.2 


83222 CC NAT (OD03868) 


0.5 


9.3 - 


0.3 


0.5 


0.8 


83235 CC Mod Diff 
(ODO3920) 


2.5 


5.6 


1.2 


4.0 


5.8 


83236 CC NAT (ODO3920) 


4.1 


5.4 


3.0 


4.7 


7.2 


83237 CC Gr.2 ascend colon 
(OD03921) 


24.1 


19.9 


10.7 


22.5 


25.5 


83238 CC NAT (OD03921) 


7.3 


5.6 


3.0 


A 1 


5.8 


0 oz^ti la^ rromr^arnai 
Hepatectomy (ODO4309) 


20.7 


19.3 


IZ. 1 




27.0 


oozhz L,iver IN A I 
(ODO4309) 


2.4 


2.6 


ft A 




3.3 


0 z^f /z L-oion meis 10 lung 
(OD04451-01) 


6.1 


8.5 


^ ft 


110 


10.7 


c 7/1 7 a t 11T10 xjat 
O / f / j JLUn g IN A 1 

(OD04451-02) 


7.7 


10.0 




17 7 


15.4 


iNuimai v rosiaic v^ioniccn 
A+ 6546-1 


7.3 


21.6 


10.5 


51.0 


7.0 


84140 Prostate Cancer 
(OD04410) 


14.9 


9.0 


12.2 


14.9 


17.4 


84141 Prostate NAT 
(OD04410) 


25.3 


19.2 


14.6 


13.8 


29.7 


87073 Prostate Cancer 
(OD04720-01) 


22.7 


31.6 


12.2 


18.0 


30.6 


87074 Prostate NAT 
(OD04720-02) 


17.7 


16.7 


11.8 


11.8 


25.0 


Normal Lung GENPAK 
061010 


17.6 


12.8 


7.3 


17.8 


22.4 


83239 Lung Met to Muscle 
(OD04286) 


25.0 


31.0 


12.7 


27.4 


22.1 


83240 Muscle NAT 
(OD04286) 


6.2 


7.3 


7.4 


8.7 


9.5 


84136 Lung Malignant 
Cancer (OD03 126) 


26.1 


28.3 


22.7 


27.4 


20.4 
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84137 Lung NAT 
(OD03 176^ 


91 O 

zi .y 


1 9 o 

13. y 


1 1 *7 
1Z. / 


oi n 

zl.y 


31. 9 


84871 Lung Cancer 
(OD 04404^ 


H x .D 


9A A 
3U.4 


1 *7 O 


A 1 C 

! 41.5 


48.0 


84872 Lung NAT 
fOD044G4> 


inn 


1 1 £ 
1 l.o 


10.4 


; zo. / 


12.4 


84875 Lung Cancer 
TOD04565^ 


98 S 


97 Q 
Z /.y 


99 ^ 
ZZ. J 


3o.Z 


40.6 


84876 Lung NAT 
fOD04565^ 


8 S 
O.J 


8 /; 

O.O 


8 1 

| O.I 


1 1 *7 
11./ 


1 ^ t 
16.3 


85950 Lung Cancer 
(0004237-0 n 


mo 


8 8 
o.o 


O 8 

y.o 


7.1 


9.6 


85970 Lung NAT 
(OD04237-02A 


14 
l*f.3 


1/1 n 
I4.U 


1 O O 

iz.y 


Z3.0 


16.0 


83255 Ocular Mel Met to 
Liver COD041 1 01 


u. / 


n ^ 


n ^ 
u.o 


A C 

0.5 


l.l 


83256 Liver NAT 
(ODO4310^ 


1 8 
l.o 


9. 9 


9 *i 
3. j 


z.o 


3.0 


84139 Melanoma Mets to 
Lung (OD0432 1 ^ 


J.O 


4 9 


1 A 


O A 

2.0 


2.9 


84138 Lung NAT 


9^ 9 


n 

Z4.u 


9A /I 


14.4 


18.6 


Normal Kidney GENPAK 
061008 


ion 


1 *7 A 
i /.4 


ZU.Z 


19.9 


26.1 


83786 Kidney Ca, Nuclear 
grade 2 (Or>04^'*R , l 


9 O 

z.y 


9 9 
Z. / 


1./ 


4.2 


4.9 


83787 Kidney NAT 
('OD04338^ 


1*7 9 
1 /.Z 


111 


o.z 


11.7 


22.8 


83788 Kidney Ca Nuclear 
grade 1/2 fOD04^QA 


3 7 


H.O 


3.0 


10.0 


6.6 


83789 Kidney NAT 


1 1.4 


19 1 


11.7 


12.2 


11.0 


83790 Kidney Ca, Clear ceil 
tvoe (OD04340^ 


oo.u 


05.1 


4o. / 


50.7 


70.7 


83791 Kidney NAT 
COD04340^ 


14 8 
14.5 


1 9 O 

iz.y 


15.3 


in i 

19.1 


16.8 


83792 Kidney Ca, Nuclear 
grade 3 fOD04348^ 


1 A ** 


1 #; 8 

10.5 


Zl.U 


9.5 


17.0 


83793 Kidney NAT 
COD04348^ 


ft 8 
o.o 


1 1.5 


o.z 


5.8 


9.3 


87474 Kidney Cancer 
fOD04622-0n 

^ \JXS \r*T \}£*£m \J X J 


9*7 *7 
Z /. / 


9/1 O 

z4.o 


Oil A 

24.0 


25.3 


41.5 


87475 Kidney NAT 
(0004622-03^ 


1 4 
3.4 


9 1 
3.1 


Z.l 


4.6 


5.9 


85973 Kidney Cancer 
(OD04450-0H 


n 9 
u.z 


n c 
U.5 


O.z 


0.0 


0.5 


85974 Kidney NAT 
fOD04450-03i 


o 

y.3 


o o 

y.y 


< A 

j.y 


6.3 


12.9 


Kidney Cancer Clontech 
81^0607 


1 1 o 

11.7 


1 9 C 

Iz.o 


/.3 


C\ 1 

9.1 


13.4 


Kidney NAT Clontech 
8120608 


*7 O 

/.y 


5.0 


lz.z 


6.2 


8.0 


Kidney Cancer Clontech 
8120613 


^ 9 

J.Z 


8 Q 
O.O 


3.0 


o.O 


i e\ i 

10.1 


Kidney NAT Clontech 
8120614 


8.9 


7.5 


6.2 


67 




Kidney Cancer Clontech 
9010320 


25.0 


21.9 


18.7 


6l.l 


22.1 



273 



WO 02/29058 



PCT/US01/31248 



Kidney NAT Clontech 
9010371 


16.4 


12.9 


14.0 


20.3 


17.9 


Normal Uterus GENPAK 

\J\J iuiO 


3 3 


8.4 


4.1 


5.6 


6.0 


Uterus Cancer GENPAK 

06401 1 


17 1 


11.7 


9.6 


10.7 


15.6 


Normal Thyroid Clontech 
A+ 6S70-1 


2.6 


1.5 


2.6 


9.2 


3.6 


Thyroid Cancer GENPAK 
064010 


100.0 


82.9 


100.0 


72.7 


100.0 


Thyroid Cancer 
TNVTTROGFN A302152 


12 5 


8.0 


7.6 


4.5 


11.7 


Thyroid NAT 
TNVTTROGEN A3 02 1 53 


2.S 


3.2 


3.0 


2.4 


6.0 


Normal Breast GENPAK 
061019 


9 9 


12.9 


10.3 


5.7 


7.2 


84877 Breast Cancer 

^Or>04^66^ 


12 8 


12 9 


11.7 


15.9 


12.8 


85975 Breast Cancer 
fOD04 590-0 li 


27 2 


16.5 


17.9 


39.0 


25.3 


85976 Breast Cancer Mets 

fOTx04SQ0-03i 


35 4 


42.0 


26.1 


66.0 


27.9 


87070 Breast Cancer 
MetactflQiQ fOTj0465S-.05 • 


6 0 


5.2 


4.5 


5.4 


3.5 


GENPAK Breast Cancer 

064006 


28.1 


21.6 


30.8 


32.1 


36.3 


Breast Cancer Res. Gen. 

1 074 


10 R 


16 7 

X VJ. / 


20.7 


46.7 


14.8 


Breast Cancer Clontech 

0100966 




110 


13.1 


15.9 


22.1 


Breast NAT Clontech 

Q10096S 


15 6 


16.4 


10.4 


14.4 


20.9 


Breast Cancer 
iTsTVTTROGFN A209073 


34 2 


25.5 


22.2 


26.8 


50.0 


Breast NAT INVITROGEN 

A90Q0734 


7 1 


4.3 


6.7 


9.7 


11.3 


Normal Liver GENPAK 

061 000 


1 6 


1 7 


1.4 


4.2 


2.3 


Liver Cancer GENPAK 

06400^ 


1 7 


1 3 


1.0 


2.8 


1.3 


Liver Cancer Research 


3 3 


2.3 


1.4 


1.1 


3.2 


Liver Cancer Research 
Genetics RNA 1026 


4.9 


6.4 


7.8 


6.5 


10.7 


Paired Liver Cancer Tissue 
Research Genetics RNA 
6004-T 


4.2 


3.0 


5.0 


9.9 


5.2 


Paired Liver Tissue 
Research Genetics RNA 
6004-N 


3.5 


4.2 


4.7 


7.9 


3.7 


Paired Liver Cancer Tissue 
Research Genetics RNA 
6005-T 


8.2 


10.3 


7.9 


11.5 


6.7 


jr aireu .Liver i issue 
Research Genetics RNA 
6005-N 


2.7 


1.6 


2.0 


3.2 


2.3 


Normal Bladder GENPAK 
061001 


13.6 


11.5 


6.8 


17.9 


15.2 
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Bladder Cancer Research 

f^pn<»firc PMA in7*3 


1/4 ^ 


14.Z 


in 7 
1U. / 




14.2 


Bladder Cancer 


77 7 


17 7 


ion 

lo.U 


on a 
21/.3 


23 


87071 Bladder Cancer 

^UL/uf / 1 O-U 1 ) 


7A 1 


71 n 

21. U 


\A ^ 
1*1. J 


2y.3 


2o.3 


87072 Bladder Normal 
Adjacent (OD047 18-03) 


3.1 


3.2 


2.9 


5.0 


4.2 


IN Ul ilia I W Vary JvcS. Ucu. 


o.O 


4.0 


1 A 
1 .4 


A *7 

4. / 


«I A 

5.4 


Ovarian Cancer GENPAK 
064008 




inn n 


/in o 


i nr\ n 
1UU.U 


/0.3 


87492 Ovary Cancer 


1 A 7 
ID. / 


1 D.O 


O 7 


43.2 


i ft f 


87493 Ovary NAT 

\uL/ln / OO-V/O J 


in r 


A 7 
o. / 


O.J 




8.3 


Normal Stomach GENPAK 

061017 


14 7 
14. / 


\A R 


1 1 R 
1 l.o 




111 

13.1 


Gastric Cancer Clontech 


7 0 


7 R 


1 A 

1 .4 


a n 
o.u 


o o 
2.y 


NAT Stomach Clontech 
y\j\j\jD 


7 A 

/.4 


in r 


0.4 


1 o o 


5.7 


Gastric Cancer Clontech 


71 


71 7 
21.2 


111 
1 1.1 


JO.O 


32.3 


NAT Stomach Clontech 


71 7 


11 fl 


A R 

O.O 


1A 

34.0 


22.2 


Gastric Cancer Clontech 
Q060^Q7 


74 R 


7^ 7 


ID. 4 ! 


/O.J 


3i.y 


NAT Stomach Clontech 
9060396 


6.1 


7.5 


3.9 




7 O 


Gastric Cancer GENPAK 
064005 


7.0 


7.3 


2.5 


14.8 


13.0 



Table 62. Panel 3D 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


3dx4tm6G21t 
ag2263 bl 


3dx4tm6021t 
ag2263 bl 


94905_Daoy_Medulloblastoma/ 
Cerebellum sscDNA 


19.1 


94954_Ca SkLCervical 
epidermoid carcinoma 
(metastasis) sscDNA 


0.4 


94906_TE671_MeduUoblastom/ 
Cerebellum sscDNA 


8.4 


94955 JSS-2_Ovarian clear cell 
carcinoma sscDNA 


0.0 


94907JD283 

Med_Medulloblastoma/Cerebell 
urn sscDNA 


39.3 


94957_Ramos/6h stim_ 
Stimulated with PMA/ionomycin 
6h sscDNA 


0.0 


94908 JPFSK-lJ>ruiritive 
Neuroectodermal/Cerebellum ss 
cDNA 


59.5 


94958_Ramos/14h stim_ 
Stimulated with PMA/ionomycin 
14h sscDNA 


0.0 


94909 XF-498 CNS sscDNA 


0.9 


94962__MEG-01_Chronic 
myelogenous leukemia 
(megokaryoblast)_sscDNA 


3.9 


94910_SNB- 

78 CNS/glioma sscDNA 


35.4 


94963_Raji_Burkitt , s 
lymphoma sscDNA 


0.0 


94911_SF- 

268_CNS/ghoblastoma sscDNA 


0.0 


94964_Daudi_Burkitt ? s 
lymphoma sscDNA 


0.0 


94912 T98G Glioblastoma ssc 
DNA 


1.2 


94965_U266JB-cell 
plasmacytoma/myeloma sscDN 


0.0 
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A 




96776_SK-N- 
SH_Neuroblastoma 
(metastasis) sscDNA 


ClA A 

94.4 


94968_CA46_Burkitt , s 
lymphoma sscDNA 


u.u 


94913_SF- 

*>r\c rain; 1 • _ i_ i j_ T\TvT A 

295 CNS/ghoblastornasscDNA 


0.3 


94970_RL_non-Hodgkin , s B- 
cell lymphoma sscDNA 


n ft 
u.u 


94914 Cerebellum sscDNA 


37 A 


94972_JMl_pre-B-cell 
lymphoma/leukemia sscDNA 


n ft 
u.u 


96777 Cerebellum sscDNA 


35.1 


94973_Jurkat_T cell 
leukemia sscDNA 


0.5 


94916JNCI- 

H292__Mucoepidermoid lung 
carcinoma sscDNA 


A 1 

4.3 


94974_TF- 

1 Erythroleukemia sscDNA 


7^ 1 


94917_DMS-1 14_Small cell 
lung cancer_sscDNA 


6.6 


94975_HUT 78_T-cell 
lymphoma sscDNA 


u.u 


94918_DMS-79_Small cell lung 
cancer/neuroendocrine sscDNA 


100.0 


94977 JJ937_Hisuocytic 
lymphoma sscDNA 


0.0 


94919_NCI-H146_Small cell 
lung 

cancer/neuroendocrine sscDNA 


37.3 


94980_KU-8 12_Myelogenous 
leukemia sscDNA 


0.6 


94920_NCI-H526_Small cell 
lung 

cancer/neuroendocrine sscDNA 


17.2 


94981 J769-P_Clear cell renal 
carcinoma sscDNA 


0.0 


94921_NCI-N417_Small cell 
lung 

cancer/neuroendocrine sscDNA 


88.8 


94983_Caki-2_Clear cell renal 
carcinoma sscDNA 


ft ft 

U.U 


94923 JSO-H82JSrriall cell lung 
cancer/neuroendocrine sscDNA 


95.3 


94984_SW 839_Clear cell renal 
carcinoma sscDNA 


0.0 


94924_NCI-H 1 57_Squamous 
cell lung cancer 
(metastasis) sscDNA 


0.8 


94986_G401_Wilms f 
tumor sscDNA 


2.8 


94925 JSO-H1155_Large cell 
lung 

cancer/neuroendocrine sscDNA 


55.7 


94987_Hs766T_Pancreatic 
carcinoma (LN 
metastasis) sscDNA 


0.6 


94926JSO-H1299_Large cell 
lung 

cancer/neuroendocrine sscDNA 


0.0 


94988_CAPAN- l_Pancreatic 
adenocarcinoma (liver 
metastasis) sscDNA 


3.1 


94927 JSO-H727_Lung 
carcinoid sscDNA 


0.7 


94989__SU86.86_Pancreauc 
carcinoma (liver 
metastasis) sscDNA 


n a 
U.4 


94928_NCI-UMC-1 l_Lung 
carcinoid sscDNA 


\ 7.9 


94990_BxPC-3JPancreatic 
adenocarcinoma sscDNA 


T7 O 


94929 JLX-l_Small cell lung 
cancer sscDNA 


1 o 

1.8 


94991_HPAC_Pancreatic 
adenocarcinoma sscDNA 


7 

JJ. / 


94930_Colo-205_CoIon 
cancer sscDNA 


0.3 


94992_MIA PaCa-2_Pancreatic 
carcinoma sscDNA 


ft £ 

u.o 


94931_KM12_Colon 
cancer sscDNA 


0.1 


94993_CFPAC- l_Pancreatic 
ductal adenocarcinoma sscDNA 


1.1 


94932_KM20L2_Colon 
cancer sscDNA 


0.6 


94994 PANC- l_Pancreauc 
epithelioid ductal 
carcinoma sscDNA 


ft *x 


94933_NCI-H7 1 6_Colon 
cancer sscDNA 


70.2 


94996_T24_Bladder carcinma 
(transitional ceiijsscuiNA 


ft ft 
u.u 


94935_SW-48_Colon 
adenocarcinoma sscDNA 


0.0 


94997_5637_Bladder 
carcinoma sscDNA 




94936__SW1116_Colon 

aacQUwaiLlUUIIla 5oCJL-/rN.r\. 


Iw.U 


94998_HT-1 1 97_Bladder 


0.4 


94937 JLS 174T_Colon 
adenocarcinoma sscDNA 


4.2 


94999_UM-UC-3JBladder 
carcinma (transitional 


0.2 
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cell) sscDNA 




94938_SW-948_Colon 

JlnPunfflrPiTiAma cor»T"VfvTA 
au^uu^ai LUiUiiJa ooCL/lN.r\ 


U.4 


95000_A204JRhabdomyosarco 
ma sscDNA 


0.0 


94939_SW-480_Colon 


U.U 


95001_HT- 

lUoU Fibrosarcoma sscDNA 


7.9 


94940 J^CI-SNU-5_Gastric 
carcinoma sscDNA 


1.8 


95002 JvlG-63_Osteosarconia 
(bone) sscDNA 


16.3 


94941JCATO HI_Gastric 
carcinoma sscDNA 


17.5 


95003_SK-LMS- 
1 ^Leiomyosarcoma 
(vulva) sscDNA 


0.0 


94943_NCI-SNU-16_Gastric 

carcinoma <;vrYWA 


U. / 


95004_SJRH30_Rhabdomyosarc 
oma (met to bone 
marrow) sscDNA 


3.9 


94944_NCI-SNU-lJ3astric 
carcinoma <;<;pr)NA 




95005_A43 l_Epidermoid 
carcinoma sscDNA 


34.9 


94946_RF-l_Gastric 
adenocarcinoma sscDNA 


0.0 


95007_WM266- 

4 Melanoma sscDNA 


0.0 


94947_RF-48_Gastric 

aHp.nnrflrrinnma ccrFlMA 


A o 
U.U 


95010JDU 145_Prostate 
carcinoma (brain 
metastasis) sscDNA 


0.0 


96778 JtfKN-45_Gastric 
carcinoma q<jpT"V^A 


1 1 < 


95012JvlDA-MB-468JBreast 
adenocarcinoma sscDNA 


16.3 


94949_NCI-N87_Gastric 

ftarpfnoma ccr*TYW A 


JA. I 


95013_SCC-4_Squamous cell 
carcinoma of tongue sscDNA i 


0.0 


9495 l_OVCAR-5_Ovarian 

carcinoma q^pDNA 


1 *7 
J. / 


95014_SCC-9_Squamous cell 
carcinoma of tongue sscDNA 


0.0 


94952_RL95-2_Uterine 
carcinoma sscDNA 


4.6 


95015JSCC-15_Squamous cell 
carcinoma of ton cm ft Q«rTYWA 


U.U 


94953_HelaS3_Cervical 
adenocarcinoma sscDNA 


5.9 


?5017_CAL 27_Squamous cell 
carcinoma of tongue sscDNA 


7.1 



Table 63. Panel 4D 



Tissue Name 


Relative 
Expression(%) 


Relative 
Expression(%) 


Relative 
Expression(%) 


Relative 
Expression(%) 


4dtm2473t 
agl522 


4dtm3214t 
ag2263 


4dtm4353t 
agl848 


4dtm4222 
ag2422 


93768_Secondary Thl anti- 
CD28/anti-CD3 


0.0 


0.0 


0.1 


0.2 


93769_Secondary Th2 anti- 
CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


93770_Secondary Trl anti- 
CD28/anti-CD3 


0.0 


0.0 


0.0 


4.6 


93573_Secondary 

Thl resting day 4-6 in IL-2 


0.1 


0.1 


0.0 


0.0 


93572_Secondary 

Th2 resting day 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


93571_Secondary 

Trl resting day 4-6 in IL-2 


0.0 


0.0 


0.0 


0.2 


93568 jrirnary Thl anti- 
CD28/anti-CD3 


0.1 


0.2 i 


0.2 


1.0 


93569 jrimary Th2 anti- 
CD28/anti-CD3 


0.1 


0.1 


0.2 


0.3 


93570 jrimaryTrl anti- 
CD28/anti-CD3 


0.2 


0.0 


0.5 


0.6 


93565 jrimary Thl resting 
dy 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


93566 primary Th2 resting 


o.o I 0.0 


0.0 


0.0 
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dy 4-6 in IL-2 










93567_primary Trl resting 
dy 4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


93351_CD45RA CD4 
lymphocyte anti-CD28/anti- 
CD3 


4.9 


8.5 


6.3 


10.6 


93352 CD45RO CD4 
lymphocyte anti-CD28/anti- 
CD3 


0.0 


0.0 


0.0 


0.0 


93251_CD8 

Lymphocytes_anti- 

CD28/anti-CD3 


0.0 


0.0 


0.0 


0.0 


93353_chronic CDS 
Lymphocytes 2ry resting dy 
4-6 in IL-2 


0.0 


0.0 


0.0 


0.0 


93574_chronic CD8 

T vmnhocvte<? 2rv activated 

CD3/CD28 


0.0 


0.0 


0.6 


0.0 


93354 CD4 none 


0.0 


0.0 


0.0 


o.o ! 


93252_Secondary 
Thl/Th2/Trl anti-CD95 
CHll 


0.0 


0.0 


0.0 


0.0 i 


93103 LAK cells resting 


1.8 


2.0 


2.7 


5.8 


93788 LAK cells LL-2 


A A 

u.u 


A ft 


a a 


0 0 


93787_LAK cellsJEL-2+IL- 
12 


A A 


A A 
U.U 


n A 

U.U 


A ? 


93789_LAK cells_IL-2+IFN 
gamma 


A A 
0.0 


A A 
O.U 


a n 
u.u 


A 0 


93790 LAK cells IL-2+ IL- 
18 


0.0 


0.0 


0.4 


0.1 


93104_LAK 

cells_PMA/ionomycrn and 
IL-18 


t 1 

1.1 


1./ 


l.U 




93578_NK Cells IL- 
2 resting 


A A 
0.0 


A A 

O.U 


A 1 
U. 1 


A A 


93109_Mixed Lymphocyte 
Reaction_Two Way MLR 


A A 

o.u 


A 0 

o.z 


A A 
U.U 


0 2 


9311 0_Mixed Lymphocyte 
Reaction ! wo Way MLR 


A 1 

0.2 


A Q 
U.o 


A 1 
U.O 


0 6 


93 1 1 1 Mixed Lymphocyte 
Reaction Two Way MLR 


0.5 


A 1 

0.1 


A O 
U.Z 


A *5 
U.J> 


931 12_Mononuclear Cells 
(PBMCs) resting 


A A 

0.0 


A 1 

0.1 


A A 
U.U 


A A 


93 1 13_Mononuclear Cells 
(PBMCs) PWM 


A A 
0.0 


A A 
O.U 


A 1 

U.l 


A A 


93114 Mononuclear Cells 
(PBMCs) PHA-L 


0.0 


0.0 


0.0 


0.0 


93249 Ramos (B cell) none 


A A 

0.0 


A A 
O.U 


A A 
U.U 


A A 
u.u 


93250JRamos (B 
cell)_ ionomycin 


A A 
0.0 


A A 
O.U 


A A 
U.U 


A A 


93349_B 

lymphocytes PWM 


0.2 


0.0 


0.0 


0.0 


93350_B 

lymphoytes_CD40L and IL- 
4 


0.0 


0.1 


0.0 


0.3 


(Eosinophil)_dbcAMP 
differentiated 


0.2 


0.4 


0.2 


0.0 
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QIOAQ "COT 1 

(Eosinophil)_dbcAMP/PlVLA 
ionomycin 


L 

0.0 


0.2 


f 0.4 


0.6 




1 A 


1 ft 

l.U 


1.1 


2.8 


93355_Dendritic Cells_LPS 

1 00 np/ml 

X W 11 tx/ 11X1 


n 3 


U.3 


ft /i 

U.4 


0.4 


93775 Dendritic Cells anti- 
CD40 


2.4 


3.5 


3.0 


6.7 


Q3774 A/T/"iT*»r\/^\/+*»c i*f*cf"i n cr 


u.o 


ft A 

U.O 


ft o 


1.3 


93776JVlonocytes_LPS 50 
ng/ml 


0.0 


0.3 


0.0 


0.0 


93 SRI \/I ar* r/^TiVii* cyf»c tpcHtio 


i ^ 

1.3 


ft ft 
U.U 


i ft 
1.0 


2.0 


93582 JVIacrophages_LPS 
1 00 ne/ml 


o n 


ft 1 
U. 1 


ft o 

U.z 


t\ A 

0.4 


93098_HUVEC 

T-vndothplial^ nnnp 


1 1 

1 . 1 


ft A 

u.o 


1.4 


2.5 


93099_HUVEC 
(Endothelial^ starved 


4 4 


7 O 


4. / 


o.O 


93100JHUVEC 
(Endothelial^ TT-lh 

i, < i nvm milieu i 1 1 '* 1 1 1 


1 7 


1 ft 
1 .U 


o © 
z.o 


2.3 


93779_HUVEC 
(Endothelial) IFN gamma 


1.6 


2.5 


1.4 


1.9 


y 3 I UZ__Xl U V XSV^ 

(Endothelial)_TNF alpha + 
IFN gamma 


0.3 


0.5 


0.3 


0.5 


yj iui_ihj vul* 
(Endothelial) TNF alpha + 
IL4 


fl 7 

U.Z 


ft 1 

U.3 


0.3 


1.3 


93781JTUVEC 
(Endothelial^ TT -1 1 


u.y 




1.2 


0.5 


93583JLung Microvascular 
Endothelial Cells none 


2.2 


2.8 


6.5 


6.7 


93584__Lung Microvascular 
Endothelial CeUs_TNFa (4 
nt?/m1^ and TT 1 H ( 1 no/ml^ 

u & ** jU y <*11U JUL* 11/ 11^/ 11U y 


17 7 


& ^ 

O.J 


1 1 o 


Iff 

15.5 


92 662_Micro vascular 
Dermal endothelium none 


32.1 


22.4 


30.8 


22.4 


92 663_Microsvasular 
uermai enaotneuum i IN t a 
(4ng/ml)andILlb(l 
ng/ml) 


16.3 


8.8 


16.2 


14.4 


V3 / /3_i5roncniai 
epimeliumJTNFa (4 ng/ml) 

anri TT In (1 na/mH ** 


7/1 ft 


1 C t 

10. 1 


31.2 


50.7 


93347_Small Airway 
EpitheUum none 


8.8 


6.7 


5.9 


12.8 


V3 34o_omaii Airway 
Epithelium_TNFa (4 ng/ml) 

and TT 1h (1 no/mH 


^1 o 


o i ft 

zl.U 


43.5 


A A O 

44.8 


92668_Coronery Artery 
SMC resting 


27.4 ; 


8.5 


28.7 


35.8 


yzooy_LxOronery Artery 
SMC TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


12.9 


27.4 


21.6 


17.8 


03107 n QtTtfV*vt'f»c rpctino 


17 1 
1 /. 1 


23.o 


14.9 


24.3 


93 108_astrocytes_TNFa (4 
ng/ml) and ILlb (1 ng/ml) 


32.8 


28.1 


29.5 


35.1 


92666 KU-812 


1.0 


1.3 


1.8 


0.7 
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T3asophil) resting 










92667_KU-812 
JbJasopnil) rMA/ionoycm 


1 A 


7 0 


3.3 


3.7 


93579_CCD1106 
(Keratinocytes) none 


1.4 


0.7 


0.2 


2.7 


93580_CCD1106 
fFCeratinocvtes^ TNFa and 
IFNg ** 


0.9 


0.8 


0.3 


1.3 


93791 Liver Cirrhosis 


2.9 


2.4 


3.0 


4.8 


93792 Lupus Kidney 


3.0 


0.9 


2.9 


4.4 


93577 NCI-H292 


10.4 


5.6 


13.7 


18.8 


93358 NCI-H292 DL-4 


14.2 


6.8 


14.9 


17.1 


93360 NCI-H292 IL-9 


13.2 


9.3 


16.7 


12.8 


93359 NCl-xizyz JLL-1.5 


0 A 


1 5 0 


8.6 


9.0 


93357 NCI-H292 EFN 
gamma 


3.8 


4.7 


4.7 


5.3 


93/// iiFAiiU - 


1 9 


1 6 


1.0 


2.8 


93778 JHPAECJL-l 
beta/ i NA aipna 


D.o 


4 7 

*T. / 


2.6 


6.0 


93254_Normal Human Lung 
Fibroblast none 


100.0 


100.0 


100.0 


100.0 


93253_Normal Human Lung 
Fibroblast^TNFa (4 ng/ml) 
and LL-lb (l ng/mij 






12.2 


15.2 


93257_Normal Human Lung 
Fibroblast 


74 9 


45 7 


79.6 


97.3 


93256_Normal Human Lung 
Fibroblast LL-y 


L /. / 




48.6 


50.3 


93255_Normal Human Lung 
Fibroblast lLr-13 


*fO.U 


97 4 


39.5 


55.9 


93258_Normal Human Lung 
rioro blast LrJN gamma 


7fi 1 


42 6 


82.9 


98.6 


93 1 06_Dermal Fibroblasts 
CCD 1070 resting 


52.8 


27.2 


56.3 


65.5 


93361 Dermal Fibroblasts 
CCD 1070 _TNF alpha 4 
ng/ml 






42.6 


46.7 


93 1 05_Dermal Fibroblasts 
UCUlU/u lL-i oeta i ng/mj 


90 1 


70 9 


27.9 


28.9 


93772_dermal 
nbrobiast itjn gamma 


f\ 1 




3.6 


7.9 


93771 dermal 
fibroblast IL-4 


14.5 


17.3 


16.2 


18.9 


93260 IBD Colitis 2 


0.1 


0.2 


0.1 


0.5 


93261 DBDCrohns 


0.6 


0.0 


0.4 


0.8 


735010 Colon normal 


7.6 


8.0 


6.4 


11.3 


735019 Lung none 


59.5 


47.6 


75.8 


74.7 


64028-1 Thymus none 


16.5 


10.2 


17.3 


19.6 ! 


64030-1 Kidney none 


6.8 


3.0 


9.0 


6.5 



Table 64. Panel CNS_1 





Relative 




Relative 


Tissue Name 


Expression(%) 


Tissue Name 


Expression(%) 
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CNSltm6191t_ 
ag2263 a2 




1 R2263 a2 ~ 


102633 BA4 Control 


22.8 


102605 BA17PSP 


11.2 


102641 BA4Control2 


38.1 


102612 BA17PSP2 


7.1 


102625 BA4 Alzheimer's2 


3.7 


102637 Sub Nigra Control 


100.0 I 


102649 BA4 Parkinson's 


45.6 


102645 Sub Nigra Control2 


51.6 | 


102656 BA4 Parkinson , s2 


31.1 


102629 Sub Nigra Alzheimer's2 


30.7 | 


102664 BA4 Huntington's 


12.3 


102660 Sub Nigra Parkinson's2 


89.0 ! 


102671 BA4 Huntington's2 


12.2 


102667 Sub Nigra Huntington's 


58.9 


102603 BA4PSP 


13.6 


102674 Sub Nigra Huntington's2 


16.0 


102610 BA4PSP2 


42.5 


102614 Sub Nigra PSP2 


22.4 


102588 BA4 Depression 


27.8 


102592 Sub Nigra Depression 


40.4 


102596 BA4 Depression2 


10.8 


102599 Sub Nigra Depression2 


12.7 1 


102634 BA7 Control 


28.3 


102636 Glob Palladus Control 


36.0 i 


102642 BA7 Control2 


27.2 


102644 Glob Palladus Control2 


21.2 j 


102626 BA7 Alzheimer's2 




l wzozu oiod .r a li a aus Alzheimer s 


26.0 


102650 BA7 Parkinson's 


13.2 


102628_Glob Palladus 
Alzheimer's2 


11.1 


102657 BA7 Parkinson's2 


12 7 


iuzojz oioD Jraiiauus -rarKinsons 


73.0 j 


102665 BA7 Huntington's 


14.7 


102659_Glob Palladus 
Parkmson's2 


15.6 1 


102672 BA7 Huntington^ 


22.2 


102606 Glob Palladus PSP 


14.9 


102604 BA7PSP 


28.9 


102613 Glob Palladus PSP2 


10.4 


102611 BA7PSP2 


8.9 


102591 Glob Palladus Depression 


28.3 


102589 BA7 Depression 


5.4 


102638 Temp Pole Control 


5.4 j 


102632 BA9 Control 


14.2 


102646 Temp Pole Control2 


25.0 | 


102640 BA9 Control2 


56.8 


102622 Temp Pole Alzheimer's 


10.0 


102617 BA9 Alzheimer's 


5.5 


102630 Temp Pole Alzheimer's2 


2.5 1 


102624 BA9 Alzheimer's2 


13.7 


102653 Temp Pole Parkinson's 


15.5 | 


102648 BA9 Parkinson's 


16.1 


102661 Temp Pole Parkinson's2 


27.9 


102655 BA9 Parkinson's2 


21.0 


102668 Temp Pole Huntington's 


22.2 j 


102663 BA9 Huntington's 


21.3 


102607 Temp Pole PSP ! 


1.3 


102670 BA9 Huntington^ 


11.9 


102615 Temp Pole PSP2 


6.3 | 


102602 BA9PSP 


27.7 


102600 Temp Pole Depression2 


12.3 [ 


102609 BA9PSP2 


5.9 


102639 Cing Gyr Control 


48.1 


102587 BA9 Depression 


11.0 


102647 Cing Gyr Control2 


28.0 


102595 BA9 Depression^ 


9.5 


102623 Cing Gyr Alzheimer's 


27.1 | 


102635 BA17 Control 


24.8 ] 


102631 Cing Gyr Alzheimer's2 


13.1 | 


102643 BA17Control2 


45.4 3 


[02654 Cing Gyr Parkinson's 


29.5 1 


102627 BA17 Alzheimer^ 


6.4 1 


02662 Cing Gyr Parkinson's2 


37.2 | 


102651 BA17 Parkinson's 


35.2 1 


02669 Cing Gyr Huntington's 


70.3 1 


102658 BA17 Parkinson^ 


15.2 1 


02676 Cing Gyr Huntington's2 


32.0 


102666 BA17 Huntington's 


15.5 1 


02608 Cing Gyr PSP 


42.6 ! 


102673 BA17Huntington's2 


8.1 1 


02616 Cing Gyr PSP2* 


8.3 j 


102590 BA17 Depression 


26.1 1 


02594 Cing Gyr Depression 


20.5 


102597 BA17 Depression 


59.7 1 


02601 Cing Gyr Depression2 


36.1 1 
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Table 65 Panel CNSJSfeurodegeneration_vl.O 





Relative 
Expression(%) 


Relative 
Expression(%) 


Tissue Name 


tm6993t 
agl848 hi 


tmoyuui 

ag2422_b2s2 


AJJ 1 xiippo 


28.3 


21.2 


AJU J. riippO 


38.0 


38.5 


AJU D XllppO . 


12.0 


14.8 


AJJ 4 JllppO . 


17.7 


13.3 


A 1 / D Hippo 


45.4 


57.7 


AD 0 jilppO _ 


66.9 


95.3 


Control JL xiippo 


43.3 


46.0 


Control 4 Hippo 


34.1 


30.2 


Control (Fain) 3 xiippo _____ - — 


3.9 


12.6 


AJJ l lemporai i^ix 


47.1 


40.4 


AJJ 2 l emporai ctx ; . 


49.2 


39.6 


AJJ j l emporai ctx 


14.5 


15.6 


AJJ 4 1 emporai crx 


41.4 


36.2 


AJJ j lnt l emporai crx . 


78.1 


88.4 


AJJ j oiip l emporai ctx 


40.9 


56.7 


AJJ o lnt l emporai cix 


83.9 


74.1 


AJJ o oup i emporai dx 


58.2 


71.5 


control i i emporai v^lx. 


17.9 


11.3 


control z l emporai cix 


45.7 


44.7 


control j l emporai v^-tx 


14.6 


15.6 




23.2 


19.0 


Control (rain j i i emporai cut 


45.9 


40.1 


Control ^Jramj z i emporai cix 


24.7 


21.7 


Control (ram) j i emporai cix 


6.0 


7.7 


Control (r atn; 4 l emporai crx 


32.0 


23.9 


ajj i occipital ctx 


24.2 


1 26.4 


AJJ z occipital ctx (jviissmg) 


0.0 


0.0 


AJJ 3 occipital cix 


19.2 


18.1 


AU 4 occipital ctx 


30.1 


23.2 


AJJ j occipital ClX . 


6.0 


26.7 


AJJ o occipital cix 


43.3 


I 50.2 


Control l occipital ctx 


14.5 


12.7 




66.7 


76.0 




17.8 


17.4 


Control 4 occipital ctx ,, ., . 


23.3 


15.7 


/■"V\r**i«rfc1 fPotfA 1 fV*r»frvi-f"5l1 OHr 


100.0 


100.0 




18.7 


12.3 


Control (Path) 3 Occipital Ctx 


7.9 


7.1 


Control (Path) 4 Occipital Ctx 


24.4 


13.9 


Control 1 Parietal 


23.2 


22.2 


Control 2 Parietal 


46.0 


64.3 
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Control 3 Parietal 


26.1 


17.2 


Control (Path) 1 Parietal 


51.1 


54.1 


Control (Path) 2 Parietal 


36.4 


27.8 


Control (Path) 3 Parietal 


6.1 


5.1 


Control (Path) 4 Parietal 


46.0 


36.4 



Panel 1.2 Summary: Agl522 Expression of the NOV10 gene is highest in CNS 
cancer cell lines (CT=26.1). Of nine tissue samples derived from CNS cancer cell lines, 
expression of the NOV10 gene occurs in all samples, with expression high (CT=26.1, 26.6, 
27.6) in three samples, moderate in five samples and low in one sample. High expression is 
also detectable in melanoma cell lines (CT=27.9). Significant expression of the NOV10 gene 
is seen in gastric cancer (28. 1) and all ten samples of lung cancer cell lines in this sample. 
Thus, expression of the NOV 10 gene could be used to distinguish those cancer cell lines from 
normal tissues. la addition, therapeutic modulation of the expression, or activity of the 
NOV 10 gene product, might be of use in the treatment of melanoma, gastric cancer, lung 
cancer and brain cancer. 

Panel 1.3D Summary Agl522/Ael848/Ag2263/Ag2422 Four experiments using 
different probe/primer sets on the same tissue panel produce results that are in excellent 
agreement. In all four experiments, highest expression of the NOV 10 gene is detected in CNS 
cancer cell lines. Expression is also significant in lung cancer and melanoma cell lines and in 
healthy brain tissue from the hippocampus and thalamus regions. Thus, the expression of the 
NOV10 gene could be used to distinguish these tissue samples from other samples. Moreover, 
therapeutic modulation of the expression, or function, of the NOV10 gene, through the use of 
small molecule drugs or antibodies, might be beneficial in the treatment of melanoma, lung 
cancer and brain cancer. 

Among metabolic tissues, there is high expression of the NOV10 gene in adult heart 
tissue (CT=27.8) and moderate expression in fetal heart, adult and fetal liver, pancreas, adrenal 
gland, thyroid and pituitary. The NOV10 gene appears to be differentially expressed in fetal 
(CT value = 31) and adult skeletal muscle (CT value = 37) using the probe and primer set 
Agl848 and may be useful for the differentiation of the adult from the fetal phenotype in this 
tissue. 

Panel 2D Summary Agl522/Agl848/Ae2263/Ag2422 Results from multiple 
experiments with four different probe and primer sets are in very good agreement. In all four 
experiments, highest expression of the NOV 10 gene is detected in thyroid and ovarian cancers 
(CTs = 27-30), with lower expression also seen in most of the other tissues on this panel. 
Thus, the expression of the NOV 10 gene could be used to distinguish ovarian and thyroid 

283 



WO 02/29058 PCT/US01/31248 

cancer cell lines from other tissues. Moreover, therapeutic modulation of the expression this 
gene, or its function, through the use of small molecule drugs or antibodies, might be of 
benefit in the treatment of ovarian and thyroid cancer. In addition, experiments with Ag2263 
show differential expression between samples derived from lung cancer and their adjacent 
normal tissues. Thus, expression of the NOV10 gene could be used to distinguish cancerous 
lung tissue from normal lung tissue. Moreover, therapeutic modulation of the expression or 
function of this gene or its protein product, through the use of antibodies or small molecule 
drugs, might be of benefit in the treatment of lung cancer 

Panel 3D Summary Ag2263 Expression of the NOV10 gene occurs at moderate levels 
across all the tissues in this panel. Highest expression is detected in a small cell lung cancer 
(CT = 30.6) and neuroblastoma (CT = 30.7). In addition, significant expression is detected in a 
cluster of small cell lung cancer lines. Thus, this gene could be used to distinguish lung cancer 
cell lines from other samples. Moreover, therapeutic modulation of the NOV10 gene or its 
protein product, through the use of small molecule drugs or antibodies might be of benefit in 
the treatment of small cell lung cancer. 

Panel 4D Summary Ae 1 522/Agl S48/Ae2263/Ag2422 Experiments using each of 
the four probe and primer sets that correspond to the NOV10 gene produce results that are in 
excellent agreement. In all the experiments, expression of the NOV 10 gene occurs at moderate 
to low levels in many of the tissues in the sample. Highest expression in each experiment 
occurs in lung fibroblasts (CT = 29). Moderate expression in lung fibroblasts treated with EL-4 
is also consistent among all four experiments (CT = 30). Lower expression is also detected in a 
variety of fibroblasts, endothelial and smooth muscle cells. The expression of the NOV10 gene 
produces a complex profile; it is upregulated by TNF-alpha in small airway epithelium, but 
clearly downregulated by the same stimulus in lung fibroblasts. The gene most probably 
encodes a netrin receptor that may be important in understanding cell migration. Regulation of 
the protein encoded for by the NOV10 gene could potentially control the progression of keloid 
formation, emphysema and other conditions in which TNF-alpha and IL-1 beta are present and 
tissue remodeling may occur. 

Panel CNS_1 Summary Ag2263 Expression of the NOV10 gene is moderate to low 
across many of the tissues in this panel. Highest expression is detected in the substantia nigra 
(CT = 31.4). Although no disease-specific expression is seen in this panel, the expression 
profile confirms the expression of this gene in the central nervous system. Please see 
panel_CNS_neurodegeneration for potential utility of the NOV10 gene regarding the CNS. 
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Panel CNS_Neurodegeneration_vl.O Summary Agl84S/Ag2422 Two experiments 
using different probe/primer sets produce results that are in good agreement. Highest 
expression of the NOV 10 gene is detected in the occipital cortex of a control patient. 
Significant levels of expression are also detected in the hippocampus, inferior temporal cortex, 
and the superior temporal cortex of brain tissue from an Alzheimer's patient. 

Based on its homology, the NOV 10 gene product is most similar to an UNC5H 
receptor, which as a class are known to act both in axon guidance and neuronal migration 
during development, as well as inducers of apoptosis (except when stimulated by the ligand 
netrin-1). Panel CNS_Nexirodegeneration_V1.0 shows a moderate increase (1.5 to 2-fold) in 
the temporal cortex of the Alzheimer's disease brain when compared to non-demented elderly 
showing a high amyloid plaque load. Thus the NOV 10 gene represents a protein that 
differentiates demented and non-demented elderly who have a severe amyloid plaque load, 
making it an excellent drug target in Alzheimer's disease. The modulation and/or selective 
stimulation of this receptor may be of use in enhancing or directing compensatory 
synatogenesis and axon/dendritic outgrowth in response to neuronal death (stroke, head 
trauma) neurodegeneration (Alzheimer's, Parkinson's, Huntington's, spinocerebellar ataxia, 
progressive supranuclear palsy) or spinal cord injury. Furthermore, antagonism of this 
receptor may decrease apoptosis in Alzheimer's disease. (Ellezam et al., Exp Neurol. 168:105- 
15, 2001; Braisted et al., J Neurosci. 20:5792-801, 2000; Montell, Development 126:3035-46, 
1999.) 

NOVlla: Mepattocytte Growth Factor-like 

Expression of the NOV1 la gene (GMba446gl3_A) was assessed using the primer- 
probe sets Ag3086 and Ag3797, described in Tables 66 and 67. Results from RTQ-PCR runs 
are shown in Tables 68, 69, 70, 71, 72 and 73. 



Table 66 . Probe Name Ag3086 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NOs 


Forward 


5 ' -GGACCCCATTCGACTACTGT-3 ' 


20 


20 


1309 


188 


Probe 


FAM-5 ' - 

CTGATGACCAGCCGCCATCAATC- 3 ■ - 
TAMRA 


23 


23 


_ 1345 


189 


Reverse 


5 • - TTCTCAAACTGCACCTGGTC - 3 ' 


20 


20 


1399 


190 


Table 67. Probe Name Ag3797 


Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ XD 
NOt 


Forward 


5 ' -TCTGGACGACAACTATTGCC-3 ' 


58.7 


20 


627 


191 


Probe 


FAM-5'- 


69.2 


25 


672 


192 
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ATGGTGCTACACTACGGATCL-(jv_/vj- o - 
TAMRA 










Reverse 


5 ' - GTCACAGAATTCTCGCTCGA- 3 1 


59.1 


20 


698 


193 



Table 68. Panel 1.3D 





Relative 
jLxpression^ /° / 




Relative 

F/xnressionY 


Tissue Name 


13dx4tm5430 
f ag3086 al 


Tissue Name 


13dx4tm5430 
f ag3086_al 


Liver adenocarcinoma 


0.7 ] 


Kjdney (fetal) 


31.1 


Pancreas 


17.9 


Renal ca. 786-0 


0.2 


Pancreatic ca. CAP AN 2 


0.6 


Renal ca. A498 


0.5 


Adrenal gland 


2.7 


Renal ca. RXF 393 


0.7 


Thyroid 


3.3 


Renal ca. ACHN 


0.8 


Salivary gland 


1.2 


Renal ca. UO-31 


0.4 


Pituitary gland 


3.6 


Renal ca.TK-10 


0.2 | 


Brain (fetal) 


3.2 


Liver 


94.2 


Brain (whole) 


3.4 


Liver (fetal) 


100.0 


Brain (amygdala) 


2.1 


Liver ca. (hepatoblast) HepG2 


58.4 


Brain (cerebellum) 


1.5 


Lung 


2.8 


Brain (hippocampus) 


3.0 


Lung (fetal) 


12.9 


Brain (substantia nigra) 


1.7 


Lung ca. (small cell) LX-1 


1.3 


Brain (thalamus) 


3.0 


Lung ca. (small cell) NCI-H69 


0.2 


Cerebral Cortex 


0.9 


Lung ca. (s.cell var.) SHP-77 


1.2 


Spinal cord 


2.9 


Lung ca. (large cell)NCI-H460 


1.4 


CNS ca. (glio/astro) U87-MG 


0.7 


Lung ca. (non-sm. cell) A549 


0.2 


CNS ca. (glio/astro) U-118-MG 


0.9 


Lung ca. (non-s.cell) NCI-H23 


0.9 


CNS ca. (astro) SW1783 


0.4 


Lung ca (non-s.cell) HOP-62 


0.5 


CNS ca.* (neuro; met ) SK-N-AS 


0.7 


Lung ca. (non-s.cl) NCI-H522 


0.6 


CNS ca. (astro) SF-539 


0.5 


Lung ca. (squam.) SW 900 


0.4 


CNS ca. (astro) SNB-75 


1.2 


Lung ca. (squam.) NCI-H596 


0.5 


CNS ca. (glio) SNB-19 


1.6 


Mammary gland 


3.1 


CNS ca. (glio) U251 


2.4 


Breast ca * (pi. effusion) MCF-7 


0.7 


CNS ca. (glio) SF-295 


0.7 


Breast ca.* (pl.ef) MDA-MB-231 


0.7 


Heart (fetal) 


0.6 


Breast ca * (pi. effusion) T47D 


2.7 


Heart 


0.5 


Breast ca. BT-549 


0.7 


Fetal Skeletal 


0.2 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


1.4 


Ovary 


1 0.4 


Bone marrow 


2.0 


Ovarian ca. OVCAR-3 


0.6 


Thymus 


1.2 


Ovarian ca. OVCAR-4 


0.4 


Spleen 


4.0 


Ovarian ca. OVCAR-5 


0.4 


Lymph node 


3.1 


Ovarian ca, OVCAR-8 


0.7 


Colorectal 


1.6 


Ovarian ca. IGROV-1 


0.7 


Stomach 


10.3 


Ovarian ca.* (ascites) SK-OV-3 


0.0 


Small intestine 


29.6 


Uterus 


32. 


Colon ca. SW480 


0.7 


Placenta 


4.6 
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Colon ca.* (SW480 met)SW620 


0.2 


Prostate 


2.1 


Colon ca. HT29 


0.2 


Prostate ca.* (bone met)PC-3 


0.9 


Colon ca. HCT-116 


1.2 


Testis 


12.4 


Colon ca CaCo-2 




jVLejanoma iiSooo(A). 1 


0.1 


83219 CC Well to Mod Diff 
(OD03866) 


2.1 


Melanoma* (met) Hs688(B).T 


0.2 


Colon ca. HCC-2998 


1.4 


Melanoma UACC-62 


0.4 


Gastric ca.* (liver met) NCI-N87 


1.8 


Melanoma M14 


0.8 | 


Bladder 


4.5 


Melanoma LOX IM VI 


0.0 


Trachea 


2.6 


Melanoma* (met) SK-MEL-5 


0.4 


Kidney 


26.1 


Adipose 


2.2 


Table 69. General Screening Panel vl d 




xveimive 
Expression(%) 




Relative 
Expression(%) 


Tissue Name 


1.4x4tm7355f a 
R3797 al 


Tissue Name 


1.4x4tm7355f a 
g3797 al 


D6005-01 Human adipose 


1.4 


Renal ca. TK-10 


28.9 


112193 Metastatic melanoma 


0.4 


Bladder 


8.4 


112192 Metastatic melanoma 


0.5 


Gastric ca.(liver met) NCI-N87 


2.7 


95280_Epidermis (metastatic 
melanoma) 


0.3 


112197 Stomach 


1.4 


zfoz. /y^jipiaermis (metastatic 
melanoma) 


0.3 


94938 Colon Adenocarcinoma 


1 o 

i »\j 


Melanoma (met) SK-MEL-5 


0.5 


Colon ca. SW480 


3.9 


1121 96_Tongue (oncology) 


0.8 


Colon ca.(SW480 met) SW620 


1.2 


113461 Testis Pool 


2.0 


Colon ca. HT29 


0.2 


Prostate ca.(bone met) PC-3 


1.5 


Colon ca. HCT-116 


4.3 


1 13455 Prostate Pool 


1.8 


Colon ca. CaCo-2 


11.5 


103396 Placenta 


1.7 


1 Q fT* WWII *#% A/f^j T^ifY I 

ojziy w eii to JVloa uitt 
(OD03866) 


2.8 


113463 Uterus Pool 


0.5 


94936 Colon Adenocarcinoma 


2.9 


Ovarian carcinoma OVCAR-3 


1.0 


94930 Colon 


0.5 


Ovarian carcinoma(ascites) SK- 
OV-3 


0.8 


94935 Colon Adenocarcinoma 


0.2 


95297 Adenocarcinoma (ovary) 


0.3 


113468 Colon Pool 


1.6 


Ovarian carcinoma OVCAR-5 


6.4 


113457 Small Intestine Pool 


2.a 


Ovarian carcinoma IGROV-1 


4.6 


113460 Stomach Pool I 


1.9 


Ovarian carcinoma OVCAR-8 


2.9 


113467 Bone Marrow Pool 


0.4 


103368 Ovary 


1.9 


103371 Fetal Heart 


0.8 


MuF/breast carcmoma(pleural 
effusion) 


2.3 


113451 Heart Pool 


0.7 


Breast ca. (pleural 
effusion) MDA-MB-231 


2.2 ] 


L 1 3466_Lymph Node Pool 


1.7 


112189__ductal cell 
carcinoma (breast) 


3.0 ] 


103372 Fetal Skeletal Muscle 


0.7 


Breast ca, (pleural effusion) T47D 


18.5 ] 


113456 Skeletal Muscle Pool 


1.1 


Breast carcinoma MDA-N 


0.7 1 


113459 Spleen Pool 


2.5 


113452 Breast Pool 


1.5 1 


113462 Thymus Pool 


2.4 
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103398 Trachea 


1.2 < 


□sJS ca. (glio/astro) U87-MG 


2.7 


112354 lung 


0.4 < 


□>TS ca. (glio/astro) U-118-MG 


3.0 


103374 Fetal Lung 


2.3 


CNS ca. (neuro;met) SK-N-AS 


0 1 


94921_Small cell carcinoma of the 
lung . 


0.2 


95264 Brain astrocytoma 


0.6 


Lung ca.(small cell) LX-1 


3.3 


CNS ca. (astro) SNB-75 


1 R 
1 .o 


94919_Small cell carcinoma of the 
lung 


0.5 


CNS ca. (glio) SNB-19 


4.1 


Lung ca.(s.cell var.) SHP-77 


2.4 


CNS ca. (glio) SF-295 


9 1 


95268_Lung (Large cell 
carcinoma) 


0.6 


1 13447 Brain ( Amygdala ) rool 


A Q 


94920 Small cell carcinoma of the 
lung 


0.6 


103382 Brain (cerebellum) 


1.9 


Lung ca.(non-s.cell) NCI-H23 


3.7 


64019-1 bram(fetal) 




Lung ca.(large cell) NCI-H460 


0.9 


1 1 ^44R Brain (Hinnocamnus) 
Pool 


1.0 


Lung ca.(non-s.cell) HOP-62 


1.2 


113464 Cerebral Cortex Pool 


A 1 
U. / 


Lung ca.(non-s.cl) NCI-H522 


1.7 


1 1 ^449 Brain (Substantia niera) 
Pool 


0.9 


103392 Liver 


26.6 


1 13450 Brain (Thalamus) Pool 


1.0 


103393 Fetal Liver 


45.5 


103384 Brain (whole) 


1.6 


Liver ca.(hepatoblast) HepG2 


100.0 


113458 Spinal Cord Pool 


1.7 


113465 KidnevPool 


1.7 


103375 Adrenal Gland 


3.1 


103373 Fetal Kidney 


11.1 


113454 Pituitary gland Pool 


1.7 


Renal ca. 786-0 


1.0 


103397 Salivary Gland 


1.0 


112188 renal cell carcinoma 


0.3 


103369 Thyroid (female) 


2.8 


Renal ca. ACHN 


1.4 


Pancreatic ca. CAPAN2 


0.8 


1 12190 Renal cell carcinoma 


1.8 


113453 Pancreas Pool 


7.5 



Table 70. Panel 2.2 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


2.2x4tm6408f a 
e 3086 al 


2.2x4tm6408f_a 
£ 3086 al 


Normal Colon GENPAK 061003 


1.4 


83793 Kidney NAT (OD04348) 


40.9 


97759 Colon cancer (OD06064) 


0.1 


98938 Kidney malignant cancer 
(OD06204B) 


0.4 


97760 Colon cancer NAT 
(OD06064) 


0.0 


98939 Kidney normal adjacent 
tissue (OD06204E) 


5.1 


97778 Colon cancer (OD06159) 


0.0 


85973 Kidney Cancer (OD04450- 
01) 


5.7 


97779 Colon cancer NAT 
(OD06159) 


1.4 


85974 Kidnev NAT (OD04450-03) 


15.0 


98861 Colon cancer (OD06297-04) 


0.0 


Kidney Cancer Clontech 8120613 


0.2 


98862 Colon cancer NAT 
(OD06297-015) 


1.1 


Kidney NAT Clontech 8120614 


5.9 


83237 CC Gr.2 ascend colon 
(OD03921) 


0.4 


Kidney Cancer Clontech 9010320 


0.4 


83238 CC NAT (OD03921) 


0.2 


Kidney NAT Clontech 9010321 


1.5 


97766 Colon cancer metastasis 
(OD06104) 


0.0 


Kidney Cancer Clontech 8120607 


0.1 



288 



WO 02/29058 



PCT/US01/31248 



y / lol Lung NAT (OD06104) 


0.6 


Kidney NAT Clontech 8120608 


3.5 


87472 Colon mets to lung 
(OD04451-01) 


1.3 


Normal Uterus GENPAK 061018 


0.2 


0/4/3 Lung NAT (OD04451-02) 


0.4 


Uterus Cancer GENPAK 06401 1 


0.1 


Normal Prostate Clontech A+ 
6546-1 (8090438) 


0.6 


Normal ThvrniH n ati t#*rH A 4- 
6570-1 (7080817) 


0.5 


t>4 J 4U rTostate uancer (U1J044 1 0) 


0.2 


Thyroid Cancer GENPAK 064010 


0.3 


64141 rTOState N A 1 (UJJU4410) 


0.5 


Thyroid Cancer INVITROGEN 
A302152 


2.1 


Normal Ovary Res. Gen. 


0.4 


Thyroid NAT INVITROGEN 
A302153 


0.4 


98863 Ovarian cancer (OD06283- 
03) 


0.2 


Normal Breast GENPAK 061019 


0.7 


98865 Ovarian cancer 
NAT/fallopian tube (OD06283-07) 


1.2 


84877 Breast Cancer (OD04566) 


2.3 i 


uvanan tjancer OLInTAK 064008 


1.5 


Breast Cancer Res. Gen. 1024 


1.9 


y / / id ovarian cancer (UD0o14d) 


0.9 


85975 Breast Cancer (OD04590- 
01) 


5.1 


97775 Ovarian cancer NAT 

^onn<i a <\ 
k L/UU014C>) 


1.8 


85976 Breast Cancer Mets 
UD04590-03) 


1.3 


98853 Ovarian cancer (OD06455- 
03) 


0.6 


87070 Breast Cancer Metastasis 
OD04655-05) 


0.7 


98854 Ovarian NAT (OD06455- 
07) Fallopian tube 


0.2 


GENPAK Breast Cancer 064006 


0.5 


Normal .Lung OIiN-tAjK* 061010 


0.8 


Breast Cancer Clontech 9100266 


0.2 


92337 Invasive poor diff. lung 
aoeno ^ <ju <j4y 4 o-ui 


A 

0.3 


Breast NAT Clontech 9100265 


0.5 


yzJ3o LungNAl (UDO4y45-03) 


1.1 


Breast Cancer INVITROGEN 
A209073 


0.2 


84136 Limcr Malignant Cancer 
(OD03126) j 


1.6 


A2090734 


1.4 


8413/ JLungNAl (UD03126) 


0.3 


97763 Breast cancer (OD06083) 


0.7 


90372 Lung Cancer (OD05014A) 


0.5 


Oii no. Rrpact czxT\r , f>T riA/1o 
7 / / vrt xjI Coo I UoJLlUCr nocic 

metastasis (OD06083) 


0.2 


QrtlTJ T tt-nrw XT AT* ^AAACAI /CD\ 

yU3 /JLungNAl (■UJJ05014J3) 


0.6 


Normal Liver GENPAK 061009 


28.7 


y / /ol Lung cancer (UDO0O8I) 


0.5 


Liver Cancer Research Genetics 
RNA 1026 


7.5 


97762 Lung cancer NAT 
{{jUVOVoi) 


1.2 


Liver Cancer Research Genetics 
RNA 1025 


45.0 


oSyjO Lung Cancer (OD04237-01) 


0.3 


Paired Liver Cancer Tissue 
Research Genetics RNA 6004-T 


35.7 


O CAT A T n.r. n XT A T* //"\T\ A /* 1 *7 A*>\ 

o5v70 Lung NAT (OD04237-02) 


1.1 


Paired Liver Tissue Research 
Genetics RNA 6004-N 


5.1 


83255 Ocular Mel Met to Liver 


A +\ 

0.2 


Paired Liver Cancer Tissue 
Research Genetics RNA 6005-T 


14.7 


6j2jO Liver N A 1 (■UUU43 1 0) 


21.6 


Paired Liver Tissue Research 
3enetics RNA 6005-N 


65.0 


84 1 39 Melanoma Mets to Lung 
(OD04321) 


0.2 ] 


Liver Cancer GENPAK 064003 


100.0 


*5J/f 1 1C T iti-» n XT A HP /AriAill^lS 

641 Jo Lung PnAI (UU04321) 


0.2 1 


formal Bladder GENPAK 061001 


2.8 


{Normal ivianey CjJbNFAK 06 1008 


1 

5.5 1 


Bladder Cancer Research Genetics 
xNA 1023 


0.2 


83786 Kidney Ca, Nuclear grade.2 
(OD04338) 


1 


31adder Cancer INVITROGEN 


A *7 
0.7 


83787 Kidney NAT (OD04338) 


I 

4.5 ( 


Normal Stomach GENPAK 
)61017 


2.5 
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83788 Kidney Ca Nuclear grade 
1/2 (OD04339) 


6.5 


Gastric Cancer Clontech 9060397 


0.0 


83789 Kidney NAT (OD04339) 


6.0 


NAT Stomach Clontech 9060396 


[\ 1 

0.1 


83790 Kidney Ca, Clear cell type 
(OD04340) 


0.4 


Gastric Cancer Clontech 9060395 


0.0 


83791 Kidney NAT (OD0434U) 


o, I 


MAT <stnmach PI rm tech 9060394 


0.3 


83792 Kidney Ca, Nuclear grade 3 
(OD04348) 


0.3 


Gastric Cancer GENPAK 064005 


2.8 



Table 71. Panel 4D 





Relative 
Expression(%) 




Relative 
Expression(%) 


Tissue Name 


4dx4tm5510f a 
g3086 a2 


Tissue Name 


4dx4tm5510f_a 
g3086 a2 


93768_Secondary Thl_anti- 
CD28/anti-CD3 


< 

0.7 


)3100 HUVEC (Endothelial)_IL- 
lb 


0.4 


93769_Secondary Th2_anti- 
CD2S/anti-CD3 


< 

0.9 


J3779_HUVEC (Endothelial)_IFN 
gamma 


1.2 


93770_Secondary Trl_anti- 
CD28/anti-CD3 


1.1 


93102 HUVEC 

[Endothelial)_TNF alpha + IFN 
*amma 


0.3 


93573_Secondary Thl__resting day 
4-6 in IL-2 


2.8 


93101 HUVEC 

[Endothelial) TNF alpha + IL4 


0.2 


93572_Secondary Th2_resting day 
4-6 in IL-2 


1.4 


93781 HUVEC (Endothelial)_IL- 
11 


0.8 


93571_Secondary Trl__resting day 
4-6 in IL-2 


1.3 


93583_Lung Microvascular 
Endothelial Cells none 


1.0 


93568^rirnary Thlanti- 
CD28/anti-CD3 


0.7 


93584 Lung Microvascular 
Endothelial Cells_TNFa (4 ng/ml) 
andBLlb(l ng/ml) 


0.9 


93569_primary Th2_anti- 
CD28/anti-CD3 


0.9 


92662_Microvascular Dermal 
endothelium none 


1.6 


93570 jprirnary Trlanti- 
CD28/anti-CD3 


1.1 


92663_Microsvasular Dermal 
endothelium TNFa (4 ng/ml) and 
ILlb (1 ng/ml) 


0.8 


93565 jrimary Thl_resting dy 4-6 
in IL-2 


6.4 


93773_Bronchial 

epithelium TNFa (4 ng/ml) and 

ELlb (1 ng/ml) ** 


3.2 


93566^rirnary Th2_resting dy 4-6 
in IL-2 


3.1 


93347_Small Airway 
Epithelium none 


1.8 


93567 primary Trljresting dy 4-6 

vn TT 0 

in UL/-Z 


2.0 


93348_Small Airway 
Epithelium_TNFa (4 ng/ml) and 
ILlb(l ng/ml) 


3.3 


93351_CD45RA CD4 
lymphocyte anti-CD28/anti-CD3 


0.4 


92668_Coronery Artery 
SMC resting 


1.0 


93352J3D45RO CD4 
lymphocyte anti-CD2 8/anti-CD3 


1.4 


92669 Coronery Artery 
SMCJTNFa (4 ng/ml) and ILlb (1 
ng/ml) 


0.6 


93251_CD8 Lymphocytes anti- 
CD28/anti-CD3 


1.4 


93107 astrocytes resting 


3.2 


93353_chronic CD8 Lymphocytes 
2ry resting dy 4-6 in IL-2 


1.7 


93108_astrocytes_TNFa (4 ng/ml) 
and ILlb (1 ng/ml) 


2.7 


93574 chronic CD8 Lymphocytes 
2ry activated CD3/CD28 


0.6 


92666 KU-812 (Basophil) resting 


1.5 


93354 CD4 none 


2.1 


92667 _KU-812 
(Basophil) PMA/ionoycin 


1.2 


93252 Secondary 


4.2 


93579 CCD1106 


1.0 
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Thl/Th2/Trl_anti-CD95 CH11 




(Keratinocytes)_none 




93103 LAK cells resting 


1.2 


93580_CCD1106 
(Keratinocytes) TNFa and IFNg 


3.6 


93788 LAK cells IL-2 


3.7 


93791 Liver Cirrhosis 


84.6 


93787 LAIC cell <s TT -9+TT 1? 


7 O 

z.z 


/yz .Lupus ivianey 


33.9 


93789_LAK cells_IL-2+EFN 
gamma 


3.0 


93577 NCI-H292 


I 8.6 


93790 LAK cells TT -2+ TT - 1 R 


z.o 


QIICQ "M/T TJTOI TT /I 

y_?:5Do INLa-rlZyZ 1JL-4 


7.1 


93104_LAK 

cells PMA/ionomycin and IL-18 


L0 


93360 NCI-H292 IL-9 


6.5 


93578 NK Cells IL-2 r e «;tiTit» 


1 c 

1 .3 


y^jjy iN^i-xizyz UL-13 


0 
2.8 


93 1 09_Mixed Lymphocyte 
Reaction Two Wav MT "R 


7 9 

z.z 


O'l'lO XTpT T-IOOO TT7XT jljl.t.x...„ 

yjjj / iNci-rizyz LriN gamma 


3.1 


93 1 lOJMixed Lymphocyte 
Reaction Two Wav MT R 


1 9 

1 .z 


07777 TTPATJr^ 


1.7 


93 1 1 l_Mixed Lymphocyte 
Reaction Two Wav MT R 


1 7 


93778_HPAEC_IL-1 beta/TNA 
alpha 


1.4 


931 12_Mononuclear Cells 
(PBMCs) resting 


0.7 


93254_Normal Human Lung 
Fibroblast none 


4.3 


93 1 13_Mononuclear Cells 
(PBMCsi PWM 

k X JJIVIV^O # X TV XVX 


U.o 


93253_Normal Human Lung 
Fibroblast_TNFa (4 ng/ml) and IL- 
10(1 ng/mif 


4.9 


931 14_Mononuclear Cells 
fPBMCsi PHA-L 


u.o 


93257_Normal Human Lung 

TJ-TK-r /-kVi 1 orf TT A 

riDroDiast i.L-4 


2.2 


93249 Ramoq opir> none 


1 0 

i.y 


93256_Normal Human Lung 

T7.TU.__.l_v1 _ _ J. TT f\ 

rioroDiast uu-y 


1.2 


y xvdxxiuo ^x_> ceil j loooiTiycin 


1 A 

1.4 


93255_Normal Human Lung 
rioro blast 1L-13 


1.6 s 


91 ^4Q R Ivmnhnrvtpc PWM 
"jjv ij lyiiipnvioyico x wivx 


l.Z 


93258_Normal Human Lung 
riDroDiast irJN gamma 


1.9 


93350 B lymphoytes CD40L and 
IL-4 


2.2 


93106_Dennal Fibroblasts 
CCD1070_resting 


3.3 


Q0(\(\^ T70T 1 

(Eosinophil)_dbcAMP 
differentiated 


2.4 


93361_Dermal Fibroblasts 
CCD1070 TNF alpha 4 ng/ml 


4.7 


0-5740 POT 1 

(Eosmopml)_dbcAMP/PMAionom 
ycin 


7 £ 

Z.O 


93105_Dermal Fibroblasts 

P/T\1 ATA TT 1 1 /_ . i 

UC/Uiu/o LL-l beta 1 ng/ml 


0.7 


xyciiLixxiiw v^exis none 


z.z 


93772_dermal fibroblast_IFN 
gamma 


0.8 


93355_Dendritic Cells_LPS 100 
ng/ml 


2.1 


P3771 dermal fibroblast EL-4 


2.4 l \ 


93775 Dendritic Cells anti-CD40 


1.8 


93260 IBD Colitis 2 


1L6 


93774 Monocytes resting 


1.5 


?3261 IBD Crohns 


14.2 


93776 Monocytes LPS 50 ng/ml 


0.6 


735010 Colon normal 


61.0 


Q*^ S X 1 A/fo ^T-pv-r-v V» 0 {Yno rpchn rr 
7JJOI XVXCLl/X W JJXlCtgCo 1 Co ULUJ* 


1. / 


/3501y Lung none 


3.6 


93582 JVlacrophages_LPS 100 
ng/ml 


1 1 4 
1.1 < 


>4Uzo-l inymus none 


100.0 


93098_HUVEC 
(Endothelial) none 


L3 < 


54030-1 Kidney none 


5 7 


93099_HUVEC 
[(Endothelial) starved 


L2 







Table 72 . Panel 4. ID 
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Tissue Name 


Relative Expression(%) 


'l.lUX'lllTlDyoO 

f ag3797 al 


A 1 Atm&fil/lf 

^l.lQimoU^'H 

ag3797 


93768 Secondary Thl anti-CD28/anti-CD3 


8.9 


1.3 


93769 Secondary Th2 anti-CD28/anti-CD3 


2.6 


1.3 


93770 Secondary Trl anti-CD28/anti-CD3 


3.1 


0.9 


93573 Secondary Thl resting day 4-6 in IL-2 


1.5 


1.6 


93572 Secondary Th2 resting day 4-6 in IL-2 


3.4 


0.7 


93571 Secondary Trl resting day 4-6 in IL-2 


3.4 


0.9 


93568 primary Thl anti-CD28/anti~CD3 


3.2 


0.3 


93569 primary Th2 anti-CD2S/anti-CD3 


2.0 


1.1 ! 


93570 primary Trl anti-CD28/anti-CD3 


2.7 


1.0 


93565 primary Thl resting dy 4-6 in IL-2 


3.2 


0.4 


93566 primary Th2 resting dy 4-6 in IL-2 


4.5 


0.0 


93567 primary Trl resting dy 4-6 in IL-2 


2.3 


0.7 


93351 CD45RA CD4 lymphocyte anti-CD28/anti-CD3 


2.0 


0.7 


93352 CD45RO CD4 lymphocyte anti-CD28/anti-CD3 


1.8 


2.0 


93251 CD8 Lymphocytes anti-CD28/anti-CD3 


5.6 


0.9 


93353 chronic CD8 Lymphocytes 2ry resting dy 4-6 in IL-2 


4.6 


1.1 


93574 chronic CD8 Lymphocytes 2ry activated CD3/CD28 


1.8 


0.2 


93354 CD4 none 


7.2 


1.3 


93252 Secondary Thl/Th2/Trl anti-CD95 CHI 1 


6.6 


1.1 


93103 LAK cells resting 


7.6 


0.4 


93788 LAK cells IL-2 


4.8 


0.3 


93787 LAK cells IL-2+IL-12 


5.7 


0.8 


93789 LAK cells IL-2+IFN gamma 


5.5 


0.2 


93790 LAK cells IL-2+ IL-18 


1.6 


0.4 


93104 LAK cells PMA/ionomycin and IL-18 


2.7 


1.3 


93578 NK Cells IL-2 resting 


5.6 


2.0 


93109 Mixed Lymphocyte Reaction Two Way MLR 


4.9 


2.0 


93110 Mixed Lymphocyte Reaction Two Way MLR 


0.5 


0.8 


93 1 1 1 Mixed Lymphocyte Reaction Two Way MLR 


6.0 


0.2 


93112 Mononuclear Cells (PBMCs) resting 


1.3 


0.4 


93113 Mononuclear Cells (PBMCs) PWM 


7.9 


0.5 


931 14 Mononuclear Cells (PBMCs) PHA-L 


5.1 


0.5 


93249 Ramos (B cell) none 


5.7 


0.6 


93250 Ramos (B cell) ionomycin 


4.4 


0.3 


93349 B lymphocytes PWM 


1.1 


0.2 


93350 Blymphoytes CD40L and IL-4 


4.3 


0.6 


92665 EOL-1 (Eosinophil) dbcAMP differentiated 


8.4 


3.5 


93248 EOL-1 (Eosinophil) dbcAMP/PMAionomycin 


7.2 


5.1 


93356 Dendritic Cells none 


3.4 


1.0 


93355 Dendritic Cells LPS lOOng/ml 


5.5 


0.5 


93775 Dendritic Cells anti-CD40 


2.6 


0.3 


93774 Monocytes resting 


1.1 


0.9 


93776 Monocytes LPS 50 ng/ml 


2.6 


0.3 
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93581 _Macrophages resting 


5.2 


0.2 


93582 Macrophages LPS 100 ng/ml 


1.4 


0.3 


93098 HUVEC (Endothelial) none 


1.2 


0.2 


93099 HUVEC (Endothelial) starved 


3.4 


0.2 


93100 HUVEC (Endothelial) IL-lb 


2.4 


0.1 


93779 HUVEC (Endothelial) IFN gamma 


2.6 


1.2 


93102 HUVEC (Endothelial) TNF alpha + IFN gamma 


0.0 


0.3 


93101JHUVEC (Endothelial) TNF alpha + IL4 


i 1.6 


0.4 


93781 HUVEC (Endothelial) EL-11 


2.2 


0.4 


j i-rUiig lviicro vascuiar i^naoineiiai v^eiis none 


1.8 


0.9 


93584 Lung Microvascular Endothelial Cells XNFa (4 ng/ml) and 
ILlb(lng/ml) 


2.2 


0.3 


7iiuui. iviit'iuvabuuicu JL/Ciiijuii cnaouieiiuni none 


1.4 


0.5 


92663 Micros vasular Dermal endothelium TNFa (4 ng/ml) and ILlb 
(1 ng/ml) 


2.2 


0.3 


93773_ Bronchial epithelium TNFa (4 ng/ml) and ILlb (1 ng/ml) ** 


17.8 


0.5 


93347 Small Airway Epithelium none 


1.5 


0.2 


93348 Small Airway Epithelium TNFa (4 ng/ml) and ILlb (1 ng/ml) 


3.0 


0.6 


92668 Coronery Artery SMC resting 


1.1 


0.6 


92669 Coronery Artery SMC TNFa (4 ng/ml) and ILlb (1 ng/ml) 


1.9 


0.8 


93107 astrocytes resting 


2.5 


1.5 


93 108_astrocytes TNFa (4 ng/ml) and ILlb (1 ng/ml) 


0.5 


1.2 


92666 KU-812 (Basophil) resting 


4.3 


0.8 


92667 KU-812 (Basophil) PMA/ionoycin 


3.0 


0.6 


93579 CCD1106(Keratinocytes) none 


1.6 


0.9 


93580 CCD1 106 (Keratinocytes) TNFa and IFNg ** 


2.4 


0.0 


93791 Liver Cirrhosis 


76.6 


9.8 


93577 NCI-H292 I 


5.4 


4.1 


93358 NCI-H292 IL-4 


10.3 


0.6 


93360 NCI-H292 IL-9 


16.5 


1.3 


93359 NCI-H292 IL-13 


8.5 


3.6 


93357 NCI-H292 IFN gamma 


5.8 


3.4 


93777 HPAEC - 


1.2 


1.0 


93778 HPAEC IL-1 beta/TNA alpha 


1.5 


0.3 


"j^j** jNormai xiuman idling riDroDiast none 


2.5 


0.8 


93253_Normal Human Lung Fibroblast TNFa (4 ng/ml) and IL-lb (1 
ng/ml) 


5.7 


0.9 


93257_Normal Human Lung Fibroblast EL-4 


2.9 


0.4 


93256 Normal Human Lung Fibroblast IL-9 


2.5 


0.4 


93255 JNormal Human Lung Fibroblast IL-13 


2.7 


1.9 


93258_Normal Human Lung Fibroblast IFN gamma 


0.0 


2.2 


93106 Dermal Fibroblasts CCD 1070 resting 


6.1 


3.4 


93361_ Dermal Fibroblasts CCD1070 TNF alpha 4 ng/ml 


2.1 


3.8 


93105 Dermal Fibroblasts CCD1070 IL-1 beta 1 ng/ml 


4.0 


1.5 


93772 dermal fibroblast IFN gamma 


1.6 


0.9 


93771 dermal fibroblast IL-4 


1.4 


1.3 


93892 Dermal fibroblasts none 


2.3 


1.5 
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99202 Neutrophils TNFa+LPS 


0.0 


1.7 


99203 Neutrophils none 


0.8 


0.6 


735010 Colon normal 


21.7 


6.7 


73501 9 Lung none 


3.7 


10.6 


64028-1 Thymus none 


11.7 


27.0 


64030-1 Kidney none 


100.0 


100.0 



Table 73 > Panel CNS_Neurodegenerationjvl.O 



Tissue Name 


Relative 
Expression(%) 


Tissue Name 


Relative 
Expression(%) 


tm7142f_ 
ag3797 b2 


tm7142f 
ag3797 b2 


AD 1 Hippo 


53.6 


Control (Path) 3 Temporal Ctx 


12.5 


AD 2 Hippo 


69.7 


Control (Path) 4 Temporal Ctx 


62.2 


AD 3 Hippo 


25.6 


AD 1 Occipital Ctx 


48.0 


AD 4 Hippo 


33.9 


AD 2 Occipital Ctx (Missing) 


0.0 


AD 5 Hippo 


91.6 


AD 3 Occipital Ctx 


13.0 


AD 6 Hippo 


39.7 


AD 4 Occipital Ctx 


40.7 


Control 2 Hippo 


38.4 


AD 5 Occipital Ctx 


51.9 


Control 4 Hippo 


59.4 


AD 6 Occipital Ctx 


28.4 


Control (Path) 3 Hippo 


7.8 


Control 1 Occipital Ctx 


2.6 


AD 1 Temporal Ctx 


41.0 


Control 2 Occipital Ctx 


100.0 


AD 2 Temporal Ctx 


70.4 


Control 3 Occipital Ctx 


33.1 


AD 3 Temporal Ctx 


21.3 


Control 4 Occipital Ctx 


18.6 


AD 4 Temporal Ctx 


46.7 


Control (Path) 1 Occipital Ctx 


82.7 


AD 5 Inf Temporal Ctx 


92.1 


Control (Path) 2 Occipital Ctx 


18.7 


AD 5 Sup Temporal Ctx 


74.8 


Control (Path) 3 Occipital Ctx 


3.4 


AD 6 Inf Temporal Ctx 


44.5 


Control (Path) 4 Occipital Ctx 


49.0 


AD 6 Sup Temporal Ctx 


57.9 


Control 1 Parietal 


19.8 


Control 1 Temporal Ctx 


22.8 


Control 2 Parietal 


60.6 


Control 2 Temporal Ctx 


45.7 


Control 3 Parietal 


31.0 


Control 3 Temporal Ctx 


13.8 


Control (Path) 1 Parietal 


57.3 


Control 3 Temporal Ctx 


51.4 


Control (Path) 2 Parietal 


31.0 


Control (Path) 1 Temporal Ctx 


62.8 


Control (Path) 3 Parietal 


5.7 


Control (Path) 2 Temporal Ctx 


41.4 


Control (Path) 4 Parietal 


52.1 



Panel 1.3D Summary Ag3086 The NOVlla gene is highly expressed in both fetal 
and adult liver tissue (CTs = 26) and liver cancer cell lines (CT = 27). The gene is also 
expressed at moderate to low levels in most of the other tissues in the panel. Thus, since the 
NOVlla gene appears to be highly expressed in liver tissue, it could therefore be used to 
distinguish liver derived tissue from other tissues. The NOVlla gene product may also be a 
potential therapeutic treatment of disease in any of these tissues. 
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In tissues involved in the central nervous system, the NOVlla gene is moderately 
expressed in the fetal and adult brain, including the adult thalamus, substantia nigra, 
hippocampus, amygdala and is also expressed at low but significant levels in the cerebellum 
and cerebral cortex. This expression profile suggests that the NOVlla gene has functional 
significance in the CNS. The close homologue to the NOVlla gene product, hepatocyte 
growth factor, has numerous therapeutic applications in the CNS, including prevention of 
neuronal death in animal models of stroke and ischemia. Hepatocyte growth factor has 
mitogenic activity, crossing the blood brain barrier when disrupted, and thus has potential 
application as a protein therapeutic to treat brain pathologies when administered directly to the 
cortico spinal fluid or systemically when the blood brain barrier is disrupted. Hepatocyte 
growth factor-like protein is a neurotrophic factor useful in the prevention of motoneuron 
atrophy upon axotomy. Therefore, the protein encoded by the NOV1 la gene may be useful as 
a therapeutic agent in treating stroke and neurodegenerative diseases including Alzheimer's 
disease, Parkinson's disease, and Huntington's disease. The potential role of the NOV1 la gene 
or its protein product in brain plasticity and regeneration affords utility in treating brain 
damage and aging related disorders, such as memory impairment that has hippocampal 
dysfunction as its primary focus. 

General_ScreeningJPanel_1.4 Ag3797 The expression of the NOVlla gene in panel 
1.4 appears to be highest in a sample derived from a liver cancer cell line (HepG2) (CT = 
25.3). In addition there is substantial expression of this gene associated with other liver 
derived material (adult liver CT=27.2; fetal liver CT=26.5). Thus, the expression of the 
NOVlla gene could be used to distinguish liver derived specimens from other samples. In 
addition, therapeutic modulation of this gene might be of benefit in the treatment of liver 
related disorders. 

Panel 2.2 Summary Ag3086 The expression of the NOV1 1 a gene appears to be 
highest in a sample derived from a liver cancer specimen (CT=26) and is also significant in a 
number of samples derived from liver tissue. This result is consistent with what is seen in 
Panels 1.4 and 2D. In addition there appears to be substantial expression of this gene 
associated with normal kidney tissue (CT=27.2) when compared to adjacent kidney cancer 
specimens. Thus, this gene could be used to distinguish liver tissue from non-liver tissue as 
well as distinguish normal kidney tissue when compared to adjacent kidney cancer. Moreover, 
therapeutic modulation of the expression of the NOV1 la gene or function of its product might 
be of benefit in the treatment of kidney cancer. 
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Panel 4D Summary Ae3086 The NOV1 la gene is highly expressed in the thymus 
(CT = 24), colon (CT = 28.4), and IBD Colitis 2 (CT = 27.2) and is expressed at lower levels 
in mature T cells. The NOV1 la gene encodes a putative hepatocyte like growth factor 
homologue. There are reports that hepatocyte growth factor (HGF) is expressed in the thymus 
5 and colon. In the thymus, HGF may promote T cell production and in the colon, 

overexpression of HGF has been shown to leads to IBD like disease in mice. Therapies 
designed with the protein encoded for by the NOV1 la gene could be important in the 
regulation of T cell development and immune function and be useful in organ transplantation. 
In addition, blocking the function of the NOV1 la gene product could help in the treatment of 
10 IBD colitis. 

Panel 4.1D Summary Ag3797 Results from two experiments using the same probe 
and primer set are in very good agreement. In both experiments, highest expression of the 
NOVlla gene is detected in kidney (CT=29, 27.4). Moderate expression is also detected in 
liver cirrhosis (CT=29.4, 30.7). Moderate to low expression of the gene is detected in many of 

15 the tissues in this panel. Thus, expression of the NOV1 la gene could be used to distinguish 
those tissues from other tissues. 

Panel CNS_Neurodegeneration_vl.O Summary Ag3797 Highest expression of the 
NOV1 la gene is detected in the occipital cortex of a control patient (CT=3 1.3). Moderate to 
low expression is detected throughought the tissue samples in this panel. Please see panel 1.3 

20 for a discussion of potential utility of this gene with regards to the CNS. (Korhonen et al., Eur 
J Neurosci. 12:3453-61, 2000; Powell et al., Neuron 30:79-89, 2001; Stella et al., Mol Biol 
Cell 12:1341-52, 2001; Kern et al., Cytokine 14:170-6, 2001; Hayashi et al., Gene Ther 
8:1167-73, 2001; Tamura et al., Scand J Immunol. 47:296-301, 1998; Takayama et al., Lab 
Invest. 81:297-305, 2001.) 

25 NOV12: 26S protease regulatory subunit-like 

Expression of the NOV12 gene (GMAC023940_A) was assessed using the primer- 
probe set Agl505 described in Table 74. Results from RTQ-PCR runs are shown in Tables 75, 
76, 77, and 78. 

30 Table 74 . Probe Name Agl505 



Primers 


Sequences 


TM 


Length 


Start 
Position 


SEQ ID 
NO: 


Forward 


5 1 -GAAGAAGCCCATCTTTCAGATT- 3 * 


58.8 


22 


1140 


194 


Probe 


TET-5 ■ - 

TGATGTAACCCTGCACGACTTGATCA-3 ■ - 
TAMRA 


68.7 


26 


1188 


195 


Reverse 


5 1 - AGCACCAGAGAGGTCAT CTTTA- 3 » 


58.1 


22 


1218 


196 
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Tissue Name 


Relative 
n»ipression^ /oj 




xveianve 
Expression(% 
) 


1.2tm2128t_ 


Tissue Name 


1 -211112128^ 


Endothelial cells 


0 5 


xVGxxal V/d. / 0\J~\J 


0.0 


Heart (fetal) 


0.3 


Rpnal ra A40R 


u.u 


Pancreas 


0.0 


Renal na PYF 


A A 

! U.U 


Pancreatic ca. CAP AN 2 


0.0 


Renal ca APFTM 

xx,t/Xiax \s&. ^vxsXHy 


A A 
U.U 


Adrenal Gland (new lot*) 


0.0 


Renal ca UO-3 1 

A^-liUl Wilt \J Vj' w/ X 




Thyroid 


0.0 


Renal ca TK-10 

tVV 1 1 0 1 va> X XV. X V 


A A 
U.U 


Salavary gland 


26.6 


Liver 


OA 1 


Pituitary gland 


0.0 


T ivpr ffptali 
x^jvt-x y its la i j 


1 A ^ 


Brain (fetal) 


3.4 


T ivpr ca fhpriai/Vhlncti *\Af*r\(~l'J 


A A 

U.U 


Brain (whole) 


0.0 


T una 


A A 

U.U 


Brain (amygdala) 


2.6 


T 1 1TI CT /T^tull 


0.0 


Brain (cerebellum) 


2.8 


T.iincx ca f«zmj»11 r»*»11i T Y 1 


A A 

U.U 


Brain (hippocampus) 


13 2 


T lino r»a ( c-mall "KT/^T XT /CO 

^ung ca. ^smaji cenj iN^i-noy 


1 0.4 


Brain (thalamus) 


0.2 


Xjixiig ca. ^o.ivCll Vox. J oxxxr - / / 


A A 

U.U 


Cerebral Cortex 


0.6 


T iina rn Hnrffp r»#»11YWiT U71/^A 


A A 

U.U 


Spinal cord 


0.0 


xwuug to. ^ixuxi-sm. ecu ^ /v j^f y 


1.1 


CNS ca. (glio/astro) U87-MG 


0 0 


I i in f» ^ -n rtt*»_ c r»£kl1\ XX/^T XJOO 


0.0 


CNS ca. (glio/astro) U-l 18-MG 




i^ung ca {non-s.ceiij xivjjr-oz 


! 0.0 


CNS ca. (astro) SW1783 


0 0 


Lun g ca. inon-s.cij iNd-xljzZ 


0.0 


CNS ca.* (neuro; met ) SK-N-AS 


S 8 


T lino r**a / o/rn o m \ OYXT" AAA 

juung ca. ^squam. ) ow yuu 


0.0 j 


CNS ca. (astro) SF-539 


0.0 


T imft /■»*» ^cmiaiYi ^ "MVT TJT^QAx 


A A 

U.U 


CNS ca. (astro) SNB-75 


0.0 


l\^3mm3rv cylan/1 


"> 1 A 
Zl.U 


CNS ca. (glio) SNB-19 


06 


Rrpact ra * fnl ^ffiie-irkiVi IV/TiT? 7 


A A 

U.U 


CNS ca. (glio)U251 


14 1 


Rrfta<3t ra * frit pn MTl A A/TO Oil 


1.6 


CNS ca. (glio) SF-295 


00 


dicooi w. VP** cinision/ m/u 


A 1 
U./ 


Heart 


02 


DICaol ta. xj l-j*tjr 


A A 
U.U 


Skeletal Muscle (new lot*) 


0 2 


Rrp^cf pq A/TP* A XT 


0.0 


Bone marrow 


0 5 


Dvary 


A A 

U.U 


Thymus 


0.0 


"i\75ii-ii»n fYW/*** A "D 1 
_y VallcHx Ca. w V K^J\1\,-J 


A A 
U.U 


Spleen 


0.0 


"jvarian ca OA/f^ A "p _A 


A A 

U.U 


Lymph node 


0.0 < 


"jvarian rn A T? < 


A A 

U.U 


Colorectal 


2.0 ( 


'Yunrian rn fYVf A 1? C 


A A 
U.U 


Stomach 


117 ( 


^Vaxlall Ca. XVJxvW V - 1 


A A 
0.0 


Small intestine 


0 3 < 


jvanan ca. i ascites J ojv-L/v-o 


0.0 


Colon ca. SW480 


0 0 I 


Jterus 


0.0 


Colon ca.* (SW480 met)SW620 


0 0 1 


laCCIlux 


0.0 


Colon ca. HT29 


0.0 I 


> rostate 


0.0 


Colon ca. ric 1 - 1 1 6 


0.0 I 


>rostate ca.* (bone met)PC-3 


0.0 


Colon ca. CaCo-2 


0.0 1 


restis 


0.5 


83219 CC Well to Mod Diff 
(OD03866) 


i.5 * 


Melanoma Hs688(A).T 


0.0 
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Colon ca. HCC-2998 


0.0 


Melanoma* (met) Hs688(B).T 


0.2 


Gastric ca.* (liver met) NCI-N87 


100.0 


Melanoma UACC-62 


0.0 


Bladder 


45.4 


Melanoma M14 


5.1 


Trachea 


0.0 


Melanoma LOX IMVI 


0.8 


Kidney 


73.7 


Melanoma* (met) SK-MEL-5 


0.0 


Kidney (fetal) 


8.4 







Table 76. P anel 1. 3D 





Relative 
Expression(%) 




Relative 
tiixpresMOij\ /o 

) 


Tissue Name 


13dx4tm5367t_ 
agl505 b2 


Tissue Name 


Udx4tm5367 
t agl505_b2 


Liver adenocarcinoma 


0.0 


Kidney (fetal) 


10.1 


Pancreas 


0.0 


Renal ca. 786-0 


0.0 


Pancreatic ca. CAP AN 2 


0.0 


Renal ca. A498 


0.0 


Adrenal gland 


6.0 


Renal ca. RXF 393 


0.0 ! 


Thyroid 


0.0 


Renal ca. ACHN 


0.0 


Salivary gland 


0.0 


Renal ca. UO-31 


0.0 


Pituitary gland 


0.0 


Renal ca.TK-10 


0.0 


Brain (fetal) 


0.0 


Liver 


18.3 


Brain (whole) 


0.0 


Liver (fetal) 


4.2 


Brain (amygdala) 


0.0 


Liver ca. (hepatoblast) HepG2 


0.0 


Brain (cerebellum) 


0.0 


Lung 


0.0 


Brain (hippocampus) 


0.0 


Lung (fetal) 


0.0 


Brain (substantia nigra) 


0.0 


Lung ca. (small cell) LX-l 


0.0 


Brain (thalamus) 


0.0 


Lung ca. (small cell) NCI-H69 


0.0 


Cerebral Cortex 


0.0 


Lung ca. (s.cell var.) SHP-77 


0.0 


Spinal cord 


0.0 


Lung ca. (large cell)NCI-H460 


0.0 


CNS ca. (gho/astro) U87-MG 


0.0 


Lung ca. (non-sm. cell) A549 


12.0 


CNS ca. (glio/astro) U-l 18-MG 


0.0 


Lung ca. (non-s.cell) NCI-H23 


0.0 


CNS ca. (astro) SW1783 


0.0 


Lung ca (non-s.cell) HOP-62 


0.0 


CNS ca.* (neuro; met ) SK-N-AS 


5.4 


Lung ca. (non-s.cl) NCI-H522 


0.0 


CNS ca. (astro) SF-539 


0.0 


Lung ca. (squanx) SW 900 


0.0 


CNS ca. (astro) SNB-75 


i 0.0 


Lung ca. (squanx) NCI-H596 


0.0 


CNS ca. (glio) SNB-19 


0.0 


Mammary gland 


7.4 


CNS ca. (glio)U251 


100.0 


Breast ca* (pi. effusion) MCF-7 


0.0 


CNS ca. (glio) SF-295 


0.0 


Breast ca* (pl.ef) MDA-MB-23 1 


0.0 


Heart (fetal) 


0.0 


Breast ca * (pi. effusion) T47D 


0.0 


Heart 


0.0 


Breast ca. BT-549 


0.0 1 


Fetal Skeletal 


13.0 


Breast ca. MDA-N 


0.0 


Skeletal muscle 


0.0 


Ovary 


0.0 


Bone marrow 


0.0 


Ovarian ca. OVCAR-3 


0.0 


Thymus 


0.0 


Ovarian ca. OVCAR-4 


0.0 


Spleen 


0.0 


Ovarian ca. OVCAR-5 


0.0 


Lymph node 


0.0 


Ovarian ca. OVCAR-8 


0.0 
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Colorectal 


0.0 


Ovarian ca. IGROV-1 


0.0 


Stomach 


19.8 


Ovarian ca.* (ascites) SK-OV-3 


0.0 


Small intestine 


2.2 


Uterus 


0.0 


Colon ca. SW480 


0.0 


Placenta 


0.0 


Colon ca.* (SW480 met)SW620 


0.0 


Prostate 


0.0 


Colon ca. HT29 


0.0 


Prostate ca.* (bone met)PC-3 


0.0 


Colon ca.HCT-1 16 


0.0 


Testis 


5.7 


Colon ca. CaCo-2 


0.0 


Melanoma W<:fiRRf T 


0.0 


83219 CC Well to Mod DifF 
(OD03866) 


0.0 


Melanoma* (met) Hs688(B).T 


0.0 


Colon ca. HCC-2998 


0.0 


Melanoma UACC-62 


0.0 


Gastric ca.* (liver met) NCI-N87 


21.4 


Melanoma Ml 4 


0.0 


Bladder 


0.0 


Melanoma LOX IMVI 


3.6 


Trachea 


! 0.0 


Melanoma* (met) SK-MEL-5 


0.0 


Kidney 


0.0 


Adipose 


2.8 


Table 77. Panel 2.2 




Tissue Name 


Relative 
Expression(%) 


i issue fName 


Relative 
Expression(% 

) 


2.2x4tm6351t_a 


2.2x4 tm635 It 
_ag!505 a2 


Normal Colon GENP AK 061 001 




oi /93 Kidney NAT (OD04348) 


1 1 a 

12.9 


97759 Colon cancer fODOfiOfvfl 


A ft 


98938 Kidney malignant cancer 
( L/UvoZ U4x>) 


4.1 


97760 Colon cancer NAT 
(OD06064) 


o o 


98939 Kidney normal adjacent 

uSSUe ( yJUVOZV'+r,) 


7.6 


97778 Colon cancer (OD06159) 


0.0 


85973 Kidney Cancer (OD04450- 
01) 


0.0 


97779 Colon cancer NAT 
(OD06159) 


1.7 


85974 Kidney NAT (OD04450-03) 


2.5 


98861 Colon cancer (OD06297-04) 


0.0 


Kidney Cancer Clontech 8120613 


0.0 


98862 Colon cancer NAT 
(OD06297-015) 


0.0 


Kidney NAT Clontech 8120614 


11.9 


83237 CC Gr.2 ascend colon 
(OD03921) 


0.0 


Kidney Cancer Clontech 9010320 


0.0 


83238 CC NAT (OD03921) 


0.0 ] 


Kidney NAT Clontech 9010321 


0.0 


97766 Colon cancer metastasis 
(OD06104) 


0.0 ] 


fCidney Cancer Clontech 8120607 


0.0 


97767 Lung NAT (OD06104) 


0.0 3 


Sidney NAT Clontech 8120608 


0.0 


87472 Colon mets to lung 
(OD04451-01) 


0.0 I 


formal Uterus GENPAK 061018 


0.0 


87473 Lung NAT (OD0445 1-02) 


0.0 i 


Jterus Cancer GENPAK 06401 1 


0.0 


Normal Prostate Clontech A+ 
6546-1 (8090438) 


o.o e 


formal Thyroid Clontech A+ 
£70-1 (7080817) 


0.0 


84140 Prostate Cancer COD04410) 


0.0 ] 


Tryroid Cancer GENPAK 064010 


0.0 


84141 Prostate NAT (OD04410) 


1 

0.0 / 


Thyroid Cancer INVTTROGEN 
G02152 


A A 

0.0 


Normal Ovary Res. Gen, 


1 

2.2 / 


Tiyroid NAT INVTTROGEN 
G02153 


0.0 


98863 Ovarian cancer (OD06283- 
03) 


0.0 b 


formal Breast GENPAK 061019 


100.0 
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OR 865 Ovarian ranrpr 

NAT/faUopian tube (OD06283-07) 


0.0 


84877 Breast Cancer (OD04566) 


0.0 


Ovanan Cancer GENPAK 064008 


0.0 


Breast Cancer Res. Gen. 1024 


4.9 


97773 Ovanan cancer (OD06145) 


3.5 


85975 Breast Cancer (OD04590- 
01) 


0.0 


97775 Ovarian cancer NAT 
(OD06145) 


0.0 


85976 Breast Cancer Mets 
(OD04590-03) 


0.0 


98853 Ovarian cancer (OD06455- 
03) 


0.0 


87070 Breast Cancer Metastasis 
(OD04655-05) 


0.0 


98854 Ovarian NAT fOD06455- 
07) Fallopian tube 


0.0 


GENPAK Breast Cancer 064006 


0.0 


XT 1 T <^l?vm A TT' f\ /T" 1 A1 A 

Normal Lung GENPAK 061010 


! o.o 


Breast Cancer Clontech 9100266 


0.0 


92337 Invasive poor diff. lung 
adeno (ODO4945-01 


0.0 


Breast NAT Clontech 9100265 


0.0 


92338 Lung NAT (ODO4945-03) 


4.0 


Breast Cancer INVITROGEN 
A209073 


5.9 


84136 T ung Malignant Chancer 
(OD03126) 


0.0 


Breast NAT INVTTROGFN 
A2090734 


48.3 


84 1 37 Lung NAT (OD03 126) 


0.0 


97763 Breast cancer (OD06083) 


14.2 


90372 Lung Cancer (OD05014A) 


2.7 


077^4 T^rpaQT f»iiTir , p»T tia^p 

metastasis (OD06083) 


0.0 


90373 Lung NAT (OD05014B) 


0.0 


Norrnal Liver GENPAK 061009 


47.4 


97761 Lung cancer (OD06081) 


0.0 


Liver Cancer Research Genetics 
RNA 1026 


0.0 


97762 Lung cancer NAT 
(OD06081) 


0.0 


Liver Cancer Research Genetics 
RNA 1025 


0.0 


85950 Lung Cancer (OD04237-01) 


0.0 


Paired Liver Cancer Tissue 
Research Genetics RNA 6004-T 


0.0 


859 /0 Lung NAT (OD04237-02) 


0.0 


Paired Liver Tissue Research 

. » TWT A S~ f\f\ A XT 

Genetics RNA 6004-N 


5.5 


83255 Ocular Mel Met to Liver 
(ODO4310) 


0.0 


Paired Liver Cancer Tissue 
Research Genetics RNA 6005-T 


0.0 


83256 Liver NAT (OD043 10) 


4.5 


Paired Liver Tissue Research 
Genetics RNA 6005-N 


0.0 


R41 39 TMplanoma A4ptq tn T nncr 

(OD04321) 


0.0 


Liver Cancer GENPAK 064003 


1.5 


O /4 1 O O T - - - XT i «t» //'■xT'vA A «"»"■» 1 \ 

84 1 3 8 Lung NAT (OD0432 1) 


0.0 


Normal Bladder GENPAK 061001 


0.0 


Normal Kidney GENPAK 061008 


2.7 


Bladder Cancer Research Genetics 
RNA 1023 


0.0 


83786 Kidney Ca, Nuclear grade 2 
(OD04338) 


27.4 


Bladder Cancer INVITROGEN 
A302173 


0.0 


83787 Kidney NAT (OD04338) 


0.0 


Normal Stomach GENPAK 
061017 


67.3 


83788 Kidnev Ca "Nuclear m*ade 

\J~s / *J<J A »~A ULA Als y \s\X IN UtlvOl UAUC 

1/2 (OD04339) 


0.0 


Gastric Cancer Clontech 9060397 


0.0 


83789 Kidney NAT (OD04339) 


3.5 


NAT Stomach Clontech 9060396 


4.1 


83790 Kidnev Ca. Clear cell rvne 
(OD04340) 


0.0 


Gastric Cancer Clontech 9060395 


0.0 




1 A O 

14.o 


JNA1 otomacn v^lontecn 9060394 


7.7 


83792 Kidney Ca, Nuclear grade 3 
(OD04348) 


0.0 


Gastric Cancer GENPAK 064005 


0.0 
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Relative 
Expression(%] 




Relative 1 
Expression(% 

> 


Tissue Name 


3dtm4935t agl 
505 


Tissue Name 


3drm4935t ad 
S 1505 


94905 JDaoy_MeduUoblastoma/Ce 
rebellum sscDNA 


0 Q 


y4y!>4_ca ola_Cervical 
epidermoid carcinoma 

I nnAf'Si ct~*a cie^ ce/'.T'YM A 
^ZXlCloouioloy SSCL/Jt/I. 


I 1 


94906 jre671J4eduUoblastom/Ce 
rebellum sscDNA 


0.5 


94955_ES-2_Ovarian clear cell 
carcinoma sscDNA 


1 0.7 


94907 D283 

Med_MedulIoblastoma/Cerebelluir 
sscDNA 


9.3 


94957_Ramos/6h stim_ Stimulated 
with PMA/ionomycin 6h sscDNA 


! 

0.0 


94908 PFSK-1 Primitive 
Neuroectodermal/Cerebellum ssc 
DNA 


3.3 


y4yr>o_Kamos/i4n sum 
Stimulated with PMA/ionomycin 
14h sscDNA 


0.0 


94909 XF-498 CNS sscDNA 


0 R 


y4yoz_JVixivj-u x_curonic 
myelogenous leukemia 
^megoKaryoDiastjsscjJXNA 


I o.o 


94910_SNB- 

78 CNS/glioma sscDNA 


1.4 


94963_Raji_Burkitt , s 

iT/tYiTiVi/vmij cc/*TYr\T A 


I 0.0 


9491 1_SF- 

268 CNS/glioblastoma sscDNA 


3.2 


94964__Daudi_Burkitt , s 

Xy XXX^JLLSJLLLa oaCL/lN^X 


1 0.0 


94912 T98G Glioblastoma sscD 
NA 


0.7 


94965_U266_B-cell 


I 0.0 I 


96776_SK-N-SH_Neuroblastoma 
(metastasis) sscDNA 


0 7 


94968_CA46_Burkitt , s 

IvmnnAma ee/^TWTA 


0.0 


94913_SF- 

295_CNS/glioblastoma sscDNA 


0 0 


94970JRLjnon-Hodgkin , s B-cell 
lympnoma sscjjjn A 


0.0 [ 


94914 Cerebellum sscDNA 


0 0 


94972_JMl_pre-B-cell 
lyiLipnoma/ieuKemia sscl/inA j 


0.0 J 


96777 Cerebellum sscDNA 


0.0 


94973_Jurkat_T cell 

leukemia sscDNA j 


0.0 


94916 NCI- 

H292_Mucoepidermoid lung 
carcinoma sscDNA 




94974JTF- 

1 M W*Y I^Hl*A Iaii IfAmi #> nflnTNXT A 


0.0 1 


94917JDMS-1 14_Small cell lung 
cancer sscDNA 


O 0 


94975 JSUT78JT-cell 1 

invmnAnnQ o f* Ti\T A J 


o.o 1 


949 1 8_DMS-79_Small cell lung 
cancer/neuroendocrine sscDNA 


inn n 


94977 JJ937JHistiocytic j 
yiiipnoiTui ssclmn/y j 


0.0 1 


94919_Na-H146_Small cell lung 
cancer/neuroendocrine sscDNA 


1 Q 


W980JOJ-8 12_Myelogenous 


0.0 


94920 J^CT-H526J5mall cell lung 
cancer/neuroendocrine sscDNA 


< 

0 1 t 


?4981_769-P_Clear cell renal 


0.0 1 


94921_NCI-N417_Srnall cell lung 
cancer/neuroendocrine sscDNA 


< 

1 5 r 


?4983__Caki-2_Clear cell renal 


0.0 S 


94923 _NCI-H82_Small cell lung 
cancer/neuroendocrine sscDNA 


( 

0 0 e 


M984J5W 839_Clear cell renal 
-arcinoma sscjjjn/v } 


0.0 


94924_NCI-H 1 57_Squamous cell 
lung cancer (metastasis) sscDNA 


C 

0.0 t 


^Sej^OlJ^ilms* 

umor sscDNA ! 


o.o i 


94925 NCI-H1155 Lara cell 
lung 

cancer/neuroendocrine sscDNA 


c 

0.0 r 


J4987_ Hs766T_Pancreatic 
carcinoma (LN 

netastasis) sscDNA ! 


1.4 | 


94926 NCI-H1299 Larae r#»11 
lung 

cancer/neuroendocrine sscDNA 


s 

a 

0.0 n 


'4988_CAPAN- 1 Pancreatic 
denocarcinoma (liver 
aetastasis)_sscDNA I 


o.o 1 


94927 J*a-H727_Lung 
carcinoid sscDNA 


9 
c 

0.0 n 


4989 SU86.86 Pancreatic 
arcinoma (liver 

letastasis) sscDNA | 


0.7 



301 



WO 02/29058 



PCT/US01/31248 



94928_NCI-UMC-1 1 JLung 
carcinoid sscDNA 


1 C 1 

lo.i 


94990JBxPC-3JPancreatic 
adenocarcinoma sscDNA 


a ^ 

U.3 


94929JLX-l_Small cell lung 
cancer sscDNA 


A A 


9499 1JHP ACJPancreatic 
adenocarcinoma sscDNA 


z.z 


94930_Colo-205_Colon 
cancer sscDNA 


A A 
U.U 


94992_MIA PaCa-2_Pancreatic 
carcinoma sscDNA 


a a 

U.U 


94931_KM12_Colon 
cancer sscDNA 


0.0 


94993_CFPAC- l_Pancreatic 
ductal adenocarcinoma sscDNA 


0.0 


94932_KM20L2_Colon 
cancer sscDNA 


A A 
U.U 


94994_PANC- l_Pancreatic 
epithelioid ductal 
carcinoma sscDNA 


a a 

U.U 


94933_NCI-H7 1 6_Colon 
cancer sscDNA 


0.0 


94996_T24_Bladder carcinma 
transitional ceil; sscujna 


A A 
U.U 


94935JSW-48_Colon 
adenocarcinoma sscDNA 


A A 

U.U 


94997_5637_BIadder 
carcinoma sscDNA 


A A 
U.U 


94936J3W1 1 1 6_Colon 
adenocarcinoma sscDNA 


0.0 


94998_HT-1 197_Bladder 
carcinoma sscDNA 


1.7 


94937 JLS 174T_Colon 
adenocarcinoma sscDNA 


A A 

U.U 


949 99_UM-UC-3_B ladder 
carcinma (transitional 
cell) sscuinA 


A 9 
U.Z 


94938_SW-948_Colon 
adenocarcinoma sscDNA 


A A 
U.U 


95000_A204_Rhabdomyosarcoma 

SSCU1NA 


A 1 
U.l 


94939_SW-480_Colon 
adenocarcinoma sscDNA 


A A 
U.U 


95001_HT- 

1 AO A C^UvAAAWAAmn nn/<A\T A 

lUoU riDrosarcoma sscl/jna 


A 1 
U.l 


94940_NCI-SNU-5__Gastric 
carcinoma sscDNA 


0.0 


95002_MG-63_Osteosarcoma 
(bone) sscDNA 


0.0 


94941JKATO III_Gastric 
carcinoma sscDNA 


U.U 


95003_SK-LMS- 
^Leiomyosarcoma 
(vulva) SSCJJJNA 


Q O 

o.o 


94943 JTCI-SNU-16_Gastric 
carcinoma sscDNA 


D.o 


95004_SJRH30_Rhabdomyosarco 
ma (met to bone marrow) sscDNA 


A A 
U.U 


94944 JsTCI-SNU- l_Gastric 
carcinoma sscDNA 


u.o 


95005_A43 l_Epidermoid 
carcinoma sscDNA 


A A 
U.U 


94946_RF-l_Gastric 
adenocarcinoma sscDNA 


0.0 


95007 JWM266- 

4 Melanoma sscDNA 


0.0 


94947_RF-48_Gastric 
adenocarcinoma sscDNA 


A A 

i U.U 


95010_DU 145_Prostate 
carcinoma (brain 
metastasis)_sscDNA 


A A 
U.U 


96778_MKN-45_Gastric 
carcinoma sscDNA 


A A 

U.U 


95012JMDA-MB-468_Breast 
adenocarcinoma sscDNA 


A A 
U.U 


94949 J*CI-N87J3astric 
carcinoma sscDNA 


1 A 

1 1.0 


95013_SCC-4_Squamous cell 
carcinoma of tongue_sscDNA 


A A • 
U.U 


94951_OVCAR-5j3varian 
carcinoma sscDNA 


0.0 


95014_SCC-9_Squamous cell 
carcinoma of tongue sscDNA 


A A 
U.U 


94952_RL95-2_Uterine 
carcinoma sscuin/v 


a a 

U.U 


95015_SCC-15_Squamous cell 


O 1 


94953_HelaS3_Cervical 
adenocarcinoma sscDNA 


0.0 


95017_CAL 27_Squamous cell 
carcinoma of tongue sscDNA 


10.7 



Panel 1.2 Summary Agl505 The expression of this gene in panel 1.2 appears to be 
highest in a sample derived from a gastric cancer cell line (NCI-N87) (CT = 30.4). 
Interestingly, this gene is more highly expressed in adult kidney tissue (CT =30.6) than in fetal 
kidney. Expression of the NOV12 gene is also detected in the hippocampus (CT = 33.3) and in 
two CNS cancer cell lines (CTs = 33.2, 34.5). Thus, the expression of the NOV12 gene could 
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be used to distinguish gastric cancer from other tissues or to distinguish adult kidney tissue 
from fetal kidney tissue. Moreover, therapeutic modulation of the expression or activity of the 
NOV12 gene product, through the use of small molecule drugs or antibodies, might be of 
benefit in the treatment of gastric cancer. 

Among tissues involved in metabolic processes, the NOV12 gene is expressed at 
significant levels in both adult and fetal liver (adult CT = 32.5, fetal CT = 32.8) and may play 
a role as a small molecule target in the treatment of any or all diseases of the liver. 

For tissues involved in the central nervous system, the NOV12 gene is homologous to 
human S4 protein, a proteasome complex complex subunit, which interacts with hepatitis B 
virus (HBV) X-protein (HBX). A peptide derived from the S4 protein may be used to 
interfere with HBV infection, and is thus useful in therapy of hepatitis B. Such peptides are 
also useful as antigens to generate polyclonal or monoclonal antibodies for diagnostic 
applications. DNA probes and primers derived from the NOV12 gene may also be used to 
detect HBV infection. The proteasome mediates the degradation of ubiquitinated intracellular 
proteins. Numerous neurodegenerative diseases have been associated with improper 
ubiquitination and targeting of proteins to the proteasome. For example, alpha synuclein, 
which mediates Parkinson's disease, associates with a subunit of the regulatory complex of the 
proteasome, suggesting that the mutated alpha synuclein changes proteasomal activity and 
results in the disease. Parkin has ubiquitin ligase activity disrupted by mutations that induce 
early onset Parkinson's disease. Alzheimer's disease is also associated with improper 
ubiquitination and subsequent degradation of proteins by the proteasome. Phosphorylation of 
the S4 protein in response to gamma interferon decreases the level of the protein and thus 
regulates its function. Thus, agents that affect the phosphorylation and level of the NOV12 
gene product may be useful in influencing proteasome activity and consequently abberant 
neurodegenerative protein degradation involved in Parkinson's disease, Alzheimer's disease, 
and other neurodegenerative disorders. Such agents would be useful in treatment of these 
diseases. 

Panel 1.3D Summary Agl505 Low levels of NOV12 gene expression are detected in 
a CNS cancer cell line (CT=34). 

Panel 2.2 Summary Ael505 Expression of the NOV12 gene in this panel is detected 
only in normal tissues. In all three tissue types where the gene is detected, the NOV12 gene is 
overexpressed in normal tissue when compared to corresponding cancerous tissue. The 
NOV12 gene is expressed in normal breast (CT = 33.4), normal liver (CT = 34.5) and stomach 
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(CT = 34), and undetected in the corresponding cancerous tissues. Thus, the expression of this 

gene could be used to distinguish normal breast, stomach and liver tissues from other tissues. 

Panel 3D Summary Agl505 H igh expression of the NOV 12 gene is detected in a 

small cell lung cancer line (CT = 28.6). Moderate levels of expression are detected in 

carcinoma of the tongue (CT = 31.9) and low levels of gene expression are detected in 

bladder, gastric, pancreatic cancers and leiomyosarcoma. Thus, the expression of the NO VI 2 

gene could be used to distinguish these tissues from other samples. In addition, therapeutic 

modulation of the expression or activity of the NOV 12 gene or its protein product, through the 

use of small molecule drugs or antibodies, might be of benefit in the treatment of small cell 

lung cancer. (Layfield et al., Neuropathol Appl NeurobioL 27:171-9, 2001; Ghee et al., J 

Neurochem.75: 2221-4, 2000; Rivett et al., Biochimie 83:363-6, 2001.) 
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OTHER EMBODIMENTS 

Although particular embodiments have been disclosed herein in detail, this has been 
done by way of example for purposes of illustration only, and is not intended to be limiting 
5 with respect to the scope of the appended claims, which follow. In particular, it is 

contemplated by the inventors that various substitutions, alterations, and modifications may be 
made to the invention without departing from the spirit and scope of the invention as denned 
by the claims. The choice of nucleic acid starting material, clone of interest, or library type is 
believed to be a matter of routine for a person of ordinary skill in the art with knowledge of the 
1 0 embodiments described herein. Other aspects, advantages, and modifications considered to be 
within the scope of the following claims. 
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WHAT IS CLAIMED IS: 

1. An isolated polypeptide comprising an amino acid sequence selected from the group 
consisting of: 

(a) a mature form of an amino acid sequence selected from the group 
consisting of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 
28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 
and/or 64; 

(b) a variant of a mature form of an amino acid sequence selected from the 
group consisting of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 
62 and/or 64, wherein one or more amino acid residues in said variant 
differs from the amino acid sequence of said mature form, provided that 
said variant differs in no more than 15% of the amino acid residues 
from the amino acid sequence of said mature form; 

(c) an amino acid sequence selected from the group consisting of SEQ ID 
NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 
40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64; and 

(d) a variant of an amino acid sequence selected from the group consisting 
of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 
34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64 
wherein one or more amino acid residues in said variant differs from the 
amino acid sequence of said mature form, provided that said variant 
differs in no more than 1 5% of amino acid residues from said amino 
acid sequence. 

I The polypeptide of claim 1, wherein said polypeptide comprises the amino acid 

sequence of a natiirally-occurring allelic variant of an amino acid sequence selected 
from the group consisting of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 
28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64. 
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The polypeptide of claim 2, wherein said allelic variant comprises an amino acid 
sequence that is the translation of a nucleic acid sequence differing by a single 
nucleotide from a nucleic acid sequence selected from the group consisting of SEQ ID 
NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61 and/or 63. 

The polypeptide of claim 1, wherein the amino acid sequence of said variant comprises 
a conservative amino acid substitution. 

An isolated nucleic acid molecule comprising a nucleic acid sequence encoding a 
polypeptide comprising an amino acid sequence selected from the group consisting of: 

(a) a mature form of an amino acid sequence selected from the group 
consisting of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 
28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 
and/or 64; 

(b) a variant of a mature form of an amino acid sequence selected from the 
group consisting of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 
24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 
62 and/or 64, wherein one or more amino acid residues in said variant 
differs from the amino acid sequence of said mature form, provided that 
said variant differs in no more than 15% of the amino acid residues 
from the amino acid sequence of said mature form; 

(c) an amino acid sequence selected from the group consisting of SEQ ID 
NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 
40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64; 

(d) a variant of an amino acid sequence selected from the group consisting 
of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 
34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64, 
wherein one or more amino acid residues in said variant differs from the 
amino acid sequence of said mature form, provided that said variant 
differs in no more than 15% of amino acid residues from said amino 
acid sequence; 
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(e) a nucleic acid fragment encoding at least a portion of a polypeptide 
comprising an amino acid sequence chosen from the group consisting of 
SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 
36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64, or a 
variant of said polypeptide, wherein one or more amino acid residues in 
said variant differs from the amino acid sequence of said mature form, 
provided that said variant differs in no more than 1 5% of amino acid 
residues from said amino acid sequence; and 

(f) a nucleic acid molecule comprising the complement of (a), (b), (c), (d) 
or (e). 

The nucleic acid molecule of claim 5, wherein the nucleic acid molecule comprises the 
nucleotide sequence of a naturally-occurring allelic nucleic acid variant. 

The nucleic acid molecule of claim 5, wherein the nucleic acid molecule encodes a 
polypeptide comprising the amino acid sequence of a naturally-occuiring polypeptide 
variant. 

The nucleic acid molecule of claim 5, wherein the nucleic acid molecule differs by a 
single nucleotide from a nucleic acid sequence selected from the group consisting of 
SEQ IDNOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 
43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and/or 63. 

The nucleic acid molecule of claim 5, wherein said nucleic acid molecule comprises a 
nucleotide sequence selected from the group consisting of 

(a) a nucleotide sequence selected from the group consisting of SEQ ID 
NOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 
39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and/or 63; 

(b) a nucleotide sequence differing by one or more nucleotides from a 

nucleotide sequence selected from the group consisting of SEQ ID 

NOSrl, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 

39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and/or 63, provided that no 

more than 20% of the nucleotides differ from said nucleotide sequence; 
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(c) a nucleic acid fragment of (a); and 

(d) a nucleic acid fragment of (b). 

1 0. The nucleic acid molecule of claim 5, wherein said nucleic acid molecule hybridizes 
under stringent conditions to a nucleotide sequence chosen from the group consisting 
of SEQ IDNOS:l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 
41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61 and/or 63, or a complement of said nucleotide 
sequence. 

1 1 . The nucleic acid molecule of claim 5, wherein the nucleic acid molecule comprises a 
nucleotide sequence selected from the group consisting of 

(a) a first nucleotide sequence comprising a coding sequence differing by 
one or more nucleotide sequences from a coding sequence encoding 
said amino acid sequence, provided that no more than 20% of the 
nucleotides in the coding sequence in said first nucleotide sequence 
differ from said coding sequence; 

(b) an isolated second polynucleotide that is a complement of the first 
polynucleotide; and 

(c) a nucleic acid fragment of (a) or (b). 

12. A vector comprising the nucleic acid molecule of claim 1 1 . 

13. The vector of claim 12, further comprising a promoter operably-linked to said nucleic 
acid molecule. 

14. A cell comprising the vector of claim 12. 

15. An antibody that immunospecifically-binds to the polypeptide of claim 1 . 

1 6. The antibody of claim 1 5, wherein said antibody is a monoclonal antibody. 

17. The antibody of claim 15, wherein the antibody is a humanized antibody. 

18. A method for determining the presence or amount of the polypeptide of claim 1 in a 
sample, the method comprising: 
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(a) providing the sample; 

(b) contacting the sample with an antibody that binds immunospecifically 
to the polypeptide; and 

(c) determining the presence or amount of antibody bound to said 
polypeptide, v 

thereby determining the presence or amount of polypeptide in said sample. 

19. A method for determining the presence or amount of the nucleic acid molecule of 
claim 5 in a sample, the method comprising: 

(a) providing the sample; 

(b) contacting the sample with a probe that binds to said nucleic acid 
molecule; and 

(c) determining the presence or amount of the probe bound to said nucleic 
acid molecule, 

thereby determining the presence or amount of the nucleic acid molecule in said 
sample. 

20. A method of identifying an agent that binds to a polypeptide of claim 1, the method 
comprising: 

(a) contacting said polypeptide with said agent; and 

(b) determining whether said agent binds to said polypeptide. 

21. A method for identifying an agent that modulates the expression or activity of the 
polypeptide of claim 1, the method comprising: 

(a) providing a cell expressing said polypeptide; 

(b) contacting the cell with said agent; and 

(c) determining whether the agent modulates expression or activity of said 
polypeptide, 

whereby an alteration in expression or activity of said peptide indicates said agent 
modulates expression or activity of said polypeptide. 

22. A method for modulating the activity of the polypeptide of claim 1 , the method 

comprising contacting a cell sample expressing the polypeptide of said claim with a 
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compound that binds to said polypeptide in an amount sufficient to modulate the 
activity of the polypeptide. 

23. A method of treating or preventing a NOVX-associated disorder, said method 
comprising administering to a subject in which such treatment or prevention is desired 
the polypeptide of claim 1 in an amount sufficient to treat or prevent said NOVX- 
associated disorder in said subject. 

24. The method of claim 23, wherein said subject is a human. 

25. A method of treating or preventing a NOVX-associated disorder, said method 
comprising administering to a subject in which such treatment or prevention is desired 
the nucleic acid of claim 5 in an amount sufficient to treat or prevent said NOVX- 
associated disorder in said subject. 

26. The method of claim 25, wherein said subject is a human. 

27. A method of treating or preventing a NOVX-associated disorder, said method 
comprising administering to a subject in which such treatment or prevention is desired 
the antibody of claim 15 in an amount sufficient to treat or prevent said NOVX- 
associated disorder in said subject. 

28. The method of claim 27, wherein the subject is a human. 

29. A pharmaceutical composition comprising the polypeptide of claim 1 and a 
pharmaceutically-acceptable carrier. 

30. A pharmaceutical composition comprising the nucleic acid molecule of claim 5 and a 
pharmaceutically-acceptable carrier. 

31. A pharmaceutical composition comprising the antibody of claim 15 and a 
pharmaceutically-acceptable carrier. 

32. A kit comprising in one or more containers, the pharmaceutical composition of claim 
29. 
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33 . A kit comprising in one or more containers, the pharmaceutical composition of claim 
30. 

34. A kit comprising in one or more containers, the pharmaceutical composition of claim 
31. 

35 . The use of a therapeutic in the manufacture of a medicament for treating a syndrome 
associated with a human disease, the disease selected from aNOVX-associated 
disorder, wherein said therapeutic is selected from the group consisting of a NOVX 
polypeptide, a NOVX nucleic acid, and a NOVX antibody. 

36. A method for screening for a modulator of activity or of latency or predisposition to a 
NOVX-associated disorder, said method comprising: 

(a) administering a test compound to a test animal at increased risk for a 
NOVX-associated disorder, wherein said test animal recombinantly 
expresses the polypeptide of claim 1; 

(b) measuring the activity of said polypeptide in said test animal after 
administering the compound of step (a); 

(c) comparing the activity of said protein in said test animal with the 
activity of said polypeptide in a control animal not administered said 
polypeptide, wherein a change in the activity of said polypeptide in said 
test animal relative to said control animal indicates the test compound is 
a modulator of latency of or predisposition to a NOVX-associated 
disorder. 

37. The method of claim 36, wherein said test animal is a recombinant test animal that 
expresses a test protein transgene or expresses said transgene under the control of a 
promoter at an increased level relative to a wild-type test animal, and wherein said 
promoter is not the native gene promoter of said transgene. N 
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38. A method for determining the presence of or predisposition to a disease associated with 
altered levels of the polypeptide of claim 1 in a first mammalian subject, the method 
comprising: 

(a) ' measuring the level of expression of the polypeptide in a sample from 

the first mammalian subject; and 

(b) comparing the amount of said polypeptide in the sample of step (a) to 
the amount of the polypeptide present in a control sample from a second 
mammalian subject known not to have, or not to be predisposed to, said 
disease, 

wherein an alteration in the expression level of the polypeptide in the first subject as 
compared to the control sample indicates the presence of or predisposition to said 
disease. 

39. A method for determining the presence of or predisposition to a disease associated with 
altered levels of the nucleic acid molecule of claim 5 in a first mammalian subject, the 
method comprising: 

(a) measuring the amount of the nucleic acid in a sample from the first 
mammalian subject; and 

(b) comparing the amount of said nucleic acid in the sample of step (a) to 
the amount of the nucleic acid present in a control sample from a second 
mammalian subject known not to have or not be predisposed to, the 
disease; 

wherein an alteration in the level of the nucleic acid in the first subject as compared to 
the control sample indicates the presence of or predisposition to the disease. 

40. A method of treating a pathological state in a mammal, the method comprising 
administering to the mammal a polypeptide in an amount that is sufficient to alleviate 
the pathological state, wherein the polypeptide is a polypeptide having an amino acid 
sequence at least 95% identical to a polypeptide comprising an amino acid sequence of 
at least one of SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 
36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and/or 64, or a biologically active 
fragment thereof. 
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41 A method of treating a pathological state in a mammal, the method comprising 

administering to the mammal the antibody of claim 15 in an amonnt sufficient to 
alleviate the pathological state. 
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